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2X*3— KStfttttlfcBlcoivci*, j£m5£ft£*iZ> 



(54) Title: FUSED BICYCLIC PYRIMIDINE DERIVATIVE 



(54) m*fi<D%fr: m^-m&tf*) 5 



1^ (57) Abstract: [PROBLEMS] To provide a compound useful as a preventive or a remedy for inflammatory diseases, allergic dis- 
eases, autoimmune diseases and the like in which CC chemokine receptor 4 (CCR4) participates. [MEANS FOR SOLVING PROB- 
OO LEMS] It is found out that a fused bicyclic pyrimidine derivative having a piperidino or piperazino group, to the 4-position of which 
£1 a saturated ring is attached, at the 2-position and a substituted amino group at the 4-position has a favorable activity as a CCR4 
32 function-controlling agent. It is further found out that this derivative is particularly useful as a remedy for inflammatory diseases 
such as dermatitis. 

IT) 

°(57)S$J: mmi GCT^-h-OWMZ?*-* (CCR4) + Z 7bi^-jSi, a 

mmK ccR40)*iiBB)B»i:Lrfi»a:stt**-r*ci:jiiHL. &izBim&w<D&&&mm%tmmt mmx 
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m m m 

[oooi] *mmi±. mm.%:ffi&rMm?v$i?>nmfc, Rxftti^mm^t-r^mm. 

[ooo2] mmmMm^h^^4>^mmwwm^xv^<cxcx a ^*4>t 
cc/ is tr^%^(Dr.mizftM£tiz> 0 ^.nh^^xD^m-ummn 

%'OU±Zfi?—frbM!$&tlX\/^Z> (Pharmacological Reviews, 52, 145, 2000) 0 

CCfrtt^Wlr?*— 4(CCR4) Ty^^3Wj^TJ«J»J|fo6^^n— ^^$n- 
(Biochemical and Biophysical Research Communications, 218, 337, 1996, European 
Journal of Immunology, 26, 3021, 1996), ^|7J, n^^-^/fcV^fctlSHWJiai^iC 
^^.L-X\^t^^flX\^fc (Journal of Experimental Medicine, 187, 875, 1998) 0 
Lfl»U -?r^^(Df¥*B^W^J: ( 9CCR4^Thl^U?Th2(D^^^ — T^ffl 
%&fcfe<fcfe'tZ)Z.f£)^&tlfz. (Journal of Immunology, 166, 103, 2001. The 
Journal of Clinical Investigation, 108, 1331, 2001) 0 Hfcli:ifn<£>fiff2u"T?f3\ CCR4{i 
t5^A/ifi"^<T<D^JtJtfR]^OTJNBJia (Nature, 400, 776, 1999)&U^J£--^n:7 
X~ v\ NKlWJiajC^-rS^feWfed^^tt-CV^ (Arthritis & 

Rheumatism, 44, 1022, 2001) 0 

CC^" ^^^f >"C<fe><5 Thymus and activation-regulated chemokine (TARC) b 
Macrophage-derived chemokine (MDC) ttCCR4(D#MW>fey^^K"Cfe5 (Journal of 
Biological Chemistry, 272, 15036, 1997, Journal of Biological Chemistry, 273, 
1764, 1998) o TARC OTlBflftiS^H^LT (Journal of Biological Chemistry, 271, 
21514, 1996), tfcMDCW:ff'^o77- i?'TS[KMBi&<Di&fe\%^kL.X26M>£}l 
(Journal of Experimental Medicine, 185, 1595, 1997), ^£><D^E-#^^|&£Ett 
y^yitIftt^^^#ft?rf*^ori^^^|i-CV >5 (Immunology 
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Today, 20, 254, 1999) 0 

fi, lffiS(The Journal of Clinical Investigation, 107, 1357, 2001), Thfc°— t£^J#2& 
(Journal of Investigative Dermatology, 115, 640, 2000) x (Laboratory 
Investigation, 81, 335, 2001), MMV^^^ (Arthritis & Rheumatism, 44, 2750, 
2001). ifcSttJSr^ii. (Clinical & Experimental Immunology, 132, 332, 2003) ##Sa§l 

if £>*x3 0 tot, ccR4(Dmmmmm^rih(Dmmm^p5Jim^mMtvxm 

[0003] ^JxJiTiE^ jR^TC^^^T^fb-a^^, TARCX«MDC<Dffi||gH®if^fflSr^ri- 

Wb3] 



(5£cf\ m&I/n^l^l— X^M^oTl— 3(D^OTabm+nf*4J^T]^, R'^-NR'R 5 ^ 
r-CR 4 JlT^R 5 « H, flMfeb-CV^-ObiV^T^/l^r/l^SS:^ - ]^ rteO— 4©», s 

-c(c=o)-#£, R 10 «Mm$^TVNT^J:v^m^:1i*#S#^, -o- 

[0004] ^Jx.{iTIB-^t?^$^^^^, CCR4<D«HMHfiHf^fflS:*i-5^^ 

mm 




R 
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<*>„ 



R 



10 



(R)n 



(5SCK A, B, D, E, JXtKKttC*, LI40, NHXI4S&, Mtt 

CHXttNSr, PttSS-g-JUiOOSr, ZltKCFOI^CFttO, H , T^vMf, GliO, N 

2 

[0005] Ifcfc, IgE^£i?£t££WU TWV=¥-tt^S^#C#|5$W^»J^L-r*ffl^TIB 

Wb5] 



FT 



V^^J^T/V==Sr->\ yMn^V#^, R 3 &t^R 4 «H, U^tiXV ^Xh <£V ^Ty— 
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[0006] roffli, 2fe&xf4m^7*jm&^ir%mmt°v^>mmmm^tix\^ 0 m 

[0007] #fF^Cmi : IS§^l!Sfjl03/104230^v^:7W 5 /h 
#^^3 : #112000-281660-^^ 
m$Xl8k5 : S^ISm03/099820^-/-?^U5/h 

m$xm:^mm$m633i543^mmm 

#fFJCitfc8 : *S#fF ffllfi^ll 02001/0031 760-5§«B« 

m t fjcm:mm^mm92xoo7844^oy^yh 

##f^^Ci^l:Bioorganic and Medicinal Chemistry, 1996^, H4^, 118^-, 
p. 1203-1207 

[ooo8] ^mm^-mfe, ccR^mmmwi^m^m^ ^m^mm, rw^-ii, g 

[0009] if.mmmte, ccR^mmmm^m^m^i^mK^mmMm^. ^ 
mum(vffi^fct o ^yi?/mv<fet°^7i?ym&2m^u 4mz.mw* 
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[0010] Mk6] 

HN j 



(R 



— "U 




7 (R) 

.7. 



( I ) 



Mb7] 

®c = a- ex. cc- a- a- ex- 



R 



N 



N 



R a :H, ®^£;frTV^T&J;VM£j^T/V3r/K mM^X\^Xh£\^?xiT tV^tV^ 
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X:CR 3 Xf*N, 

Y:CR 4 XJ3:N. {i.U X^CR 3 (D^YJ3:N3r, X&N(Db^YfeCR 4 &^i-, 
Z:CR 5 R\ NR\ O, S, S(0)XJ3:S(0) „ 

2 

R 1 :!^— XfitEVMC^ftoT, -OH, -CN, ^n^V, g&£;frrCV «£V MMT 
-SO -(g^^tV-CV^-C^iV^^T/Vdr/V), -NO , -N(R 8 )(R 9 ), -CO-R 0 , 

2 2 

-co -r\ -n(r 8 )cor°, -n(r 8 )co r\ -n(r 8 )so r\ gl&^iira^-obiv^^/K 

2 2 2 

-CO-R°, -CO H, -CO-N(R 8 )(R 9 ), -R°°-CO-N(R 8 )(R 9 ), g^$^^TV^Tt ^V^gt^ 

2 

SIS), 

R° : ^T/V^r/KSm^^/K 
R 2 : P— XiiSV^tM^ot, -R\ ^M3^V % ^nyXS^T/l^/K -E-OH, 
-E-O-R 0 , -E-NCR^CR 9 ), -E-CN, -E-N(R 8 )-CO-R°, -E-N(R 8 )-SO -r\ 

2 

-E-O-CO-R 0 , -E-CO -E-CO -r\ -E-CONCR^CR^X^^-^y, 

2 2 

E : ^XfiMT/^ 
R^m? 4 :^— XiiSV^i^o-C, H, IS^T/V^X teCN, 
R 8 &^R 9 : InJ— XteSV^^oT, HXteMT/V^r/K 

R 7 :H, 'MT/l^/K /M^^Vig^T/V^r/V, -R°°-OH, -CON(R 8 )(R 9 \ -R°°-O-R 0 
, -R°°-N(R 8 )(R 9 ), -R°°-CN, -R°°-N(R 8 )-CO-R°, -R°°-N(R 8 )-SO -r\ -R°°-0-CO-R° 

2 

. -R°°-CO -R^Ji-R^-CONCR^CR 9 ), 

2 

R°°:i£mT/V=3f-W^, 
n:0, 1, 2XJ33, 
m:0, 1, 2, 3X{i4, 
j:0, 1, 2X^3, 

k:o, ix«2 0 urmmo ) 
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[0011] *^ioi^rfttt°i;v^yiifrii, ccr4^vm*tarc^<^VX»mdco 
[0012] WT, «W£P»tftK-r&o 

1-6 

1-4 

rfMr/^w^j _hfEri£fST7^7Vj(Dfi^(D7K*j^^-i#i^^*br^^^ 

1-6 1-4 

1-6 

M^tlfcC T/V^c/V-ChV)^ Ht£0*L<f3\ v^/v^n^/K 

1-6 

[0013] r^nT/Vdr/H tt\ &~£L<itC CDi/?vT/U%-/UXh<0, ^t£*VCl ^"Obil ^ 

3-10 

o iWf^L^v^n^ntVK S^n^WvK ^n^ri//K ^n^y°^-/UR 

6-14 
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. bT9^=/K t°y^y=/K t°yy v^/k y^yyy/y t o py/K byryy/y T^y 
y/K ^~/k yy/K ^ryy/y t°yyy/y yy^ryy/y ;*-3^yy/K ^y^r 

r -^^—^n^Sj ttrfE^^^^n^l^li, XJ2-<^-£>St£ ¥St5*y- 

Tvmtmm^ftm^fo'o, 0*l<«, yyRy/y yyyyRy/y -<yyy^/y 
-<^y^-,K yy^yy/y ^yy^ryy/y ^yy^j-^yy/y ^yy/y yy 
^yy/y ^r^-yy/v, ^y^y^/y ^KP^y/7?^, ^i^tKn^yy/K 

[0014] rg&&ft/cvv-okJ;v>j^ rittj^vN[j;r^-xiWi5liMi^5i 
/Nciyv, g^^v^^iiHMT/^/y -oh, -o-(g^£ti/cv^-okJ;vMK 

BlT/^M. -CN, -SHMT/V^r/y NO , -CO H. -CO -&kT '/Vdf/VCfc*9 , J€ 

2 2 2 

^0*b<«, /nh^V, &CT;v^;v^ -OH, -OHMT/V3vy -CN, £«9J^310 
-OH, -O-'MT/Vdr/K y^~/K -CO H, -CO -j&ffl.T/V^-/V, yynT/Vdr/K 

2 2 

[0015] — (I) ^£;^#^>f ^#^^T^^i~o 
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g^SirbTl— 2ffl©R 1 £r^TU R^iS^T/V^/K ^nyy-tS^T/V^/K ad^ 

iii) R 2 ^/Nn^Vfg^T/V3r/K -R°°-OH, -R 00 -O-R°X«-CON(R 8 )(R 9 )-e$>§^^ 
, J:«90*L<«-R OO -OHX«-CON(R 8 )(R 9 ), J:'9S(-^b<«-R 00 -OH-efe§^^- 

iv) moxmxh^it^. xw^<mxh^it^ 0 

vi) X/^ChU ^oY^NtfeSl^feo 

vn) z^ch xito-eib&^mo 

2 

[0016] i?&mv>\Y&m (I) teg^X^ W^io-C^^fBlMtt#:^2^Mtt#:^^ 



2 

, oh, co Hmi^mx^^m^ir^^'ch^o zfvF^yy&M&rrzmbi, 

2 

Tte, Prog. Med., 5, 2157-2161 (1985K>I"|S^|b b b <D|!S3}|J (^Jl|#0, 1990^)^7 
# ^T-Kfi-163-198^fB«(DS^^ t f^5o 

[0017] \Y&m (i) te, ^#^P^Xf*©mS(D«m^J:oT«^^(D^^^i-5^ 
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T^rnm, 3Wk7kmm, mm, mm, v^mm^mmm, ^m, mm, -^n^^m, 
iy^m, ^>m, =*^?m, -y^^m, ^^>m, %m, v>^m, m^m, 
m, ^iy^;v^>m, ^?^/^>m, r^<v^m, ^^v^m^mmmt 

[0018] ($mm 

L,xwm-tz>z.t&x%z> 0 ^m, , wmm<DmMfc£oxn, mmmm&wMJb 
M^r^/m, Tkmm, %/^7$*i/^mmxm, ^fih(D$m&ti,xumx.uy 

U— XT. W. Greene)^ Wy^O 5 . G. M. Wuts)^6\ Tprotective Groups in Organic 
Synthesis 1999^) J Kmm^m^mf %Z.ttfX%^ ZtlttRfogift 

\z.fc^xm^mw^xm^ti\-£&\\ ^x^^rnxn, ^m&mm&mA^xzt 
, mMcDik&m&n%z-t&x^% 0 

-ate 4t&m(i)<D^viV7^te±mi%mmbmm, mm-ibm^m^mmxw 
fenm&mA. ^^^nhtitc^m(i)^m^^K^n^txm^x^ 0 hj£ 

K>ft5~btfX^% 0 
[0019] MlMfe 

am 
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(R') 




[0020] (S^L^Iili^t. KT^io ) 

*m£mmmmm&mirz>3c^y^mmfo (id Kmvtrv^k&m on) sr-r 



L< YZmtTkm) <^#^X«##^T, ^ AfeSl ^i§PJft<£> (III) ^fflV^iPT 
-;Vf©7/^-;Vl, N,N-^^VV^Vl^T5K(DMFX N-^/Vt°nyFMNMP) 

2 ) 6-/^v ? ^(D^^*, ^^-by?A N ^gi#y^ TK^^hy^, 



[0021] 




(I) 
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[0022] *%fer£4&iz?vvm&&irz>*r~}''Sy>ffimft (iv) \z.T^\z&m (v) «vr^v 

©ts^v^rwa^ ^^^i-s^^ds-c#5o 09fctfE*T0>KJStf*58ffl 
(i);&n*##P 

TProtective Groups in Organic Synthesis (^3JK) J <^#/V^^^/V3£<DM£!t,KJ£; 
^K(DCC), ^y^ntW^/V^V^KCDIPC), l-^/V-S-O-v^/VT^/:? 0 

v^yy>yr:/— (HOBt) , V^/vt^s^Ji/ (dmap) <d#&t?t5-£^ 

ffjM(^4Kg)j22#(1992^) (^L#)^^fE*(D^^J:(9ff5^^-e^^o 
(3)|^tK 
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(4)3Stc 

nh m:&rz*$mtt&miz. ^b^m^-r^t^-m^mnbu s^jv&m 

2 

2 

#5o Rlfefe, Wi$±<7) r Protective Groups in Organic Synthesis (H3JK) J <DT3;/3£<D 

m. T;v^;v^^-;v^mm(Dmm^mnmb(Dmm-mmw^^Rm\^ 

mum^m^^^m-^m^n^Ks^(D^m^m\^^b^-x:^, m^e*^ 
mmn^mmmimh 2m {\992m ^mmam^mxnt^b 



(i) 

mMit^m do mm^^m^mi-^t^d) ^r^w^m (v) t^ym 
mRm&ftte?^bK£m&x»%z> 0 BLffcfemmnmmbmm^mmmx^ 

<5 0 



[0023] mw&& 



tfbio] 
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[0024] [>ffcll] 



am it 

(IV) 

(2) 

M^te-^^i (IV) tt^SVis-A-X-^mmft (3) Sr, K&CT^fcigj&^xraii 

, mj»^>iktey>\ s*£tey>\ mt^^m&m&xxn^tih&u^ 

^teTK^m, N,N-^f;V7-!)yf^liT\ Xtt*h£3tfB£*Urffll^£as 
-CtSo ^V^^-^^ft: (3) fj;2-^Pn^t/yy-4-t>'i^ (2) jR 

^(iii) xm^tizT^b^yymMR^nt^^bKx^m^x^o m&titim 
mm&tmm^mmmx^ 

[0025] [tel2] 

O O (6) cn 



^NH ^ H 2 N. N .CN _ , 

R a -> T J {t R a t F =7 V >te R 1 ^ V "OR 

(4) (5) 



(7) 



R 1 \ O O (9) R 1 v 0 R\ CI 

V« *£*L nVV — >xS 



'2 R a H ~ R a 



R 



(1a) 



(8) (10) 

MfB^^Lfctei^i(i) ^wr. Bgt^tw— /vmx&zik&maa) 

^y^^(D^<z)#^T^^^Vte^te7K*S#(D^CT^tt^^^ 
-esj^^tv»v\ ^T/tK^^irte^Ce)^^^^^^^^. ^ 
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[0026] Mbl3] 

°r^) R2)m 

(ll) (15a) (Ilia) 

/( R2 ) m 
HNV^ ) k 

*0 ^ " 4> "CI . ^ mm. XX >™ 

(13) (15b) (111b) 

^£T^bl^(lIIa)&^(lIIb) B\ _h|B^^^-r^fe^j;«9M3t-e#§ 0 ft&m 
(ll)<D(15a)^<D^&&mi3)<D(15b)^<«$&f^ a7C«!T/l^/WbSJi£©^ifeSr 

ffl v ^ - tj&STN?, e mtm^m rmmik^mmmmh 2o# (1992^) 

Protective Groups in Organic Synthesis (H3)tR) J (DT^y^^^^^^J^^tifE^ 
[0027] Mb 14] 

P-N^.CN ^ HN— iCN /(R2)m 



03) + (i4) ^hkz^zM^ ^V?l>* ^ii, ^^N^) k 

(15c) ^ Z ^ Z (IIIc) 



P "Oc Me A r2) ™ Hf T\ Me / r2) ™ 

(15d) ^ Z ^ Z 0"d) 

mvtT^-ytt&m (me) (nw) _hia^:^^-r^&^ «w$Kt-c#5o 
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[0028] ^(Dft, <DmkTKi'i\&m am ra\ ^^^-rs^-s^^ r 

[0029] _h|B#^^J;t9#^ttfc:^^^», Mt^l^k *<Oifi*>5V 

JtMJt, *t§^ ttw, aim, m^, m&ik, mm, ^mw^w??^ 
[0030] ^K^^^^^a^ttWT^^a^i^fiimb/co 

1. CCR4^L/c[ 35 S]GTPy Sf&&fflklZ.tt~rZ>ftm 

(1) Human CCR43£gMfflJi&$c<D$t# 

EF-1 a ^n^E— ^— T*^thCCR4it^^Sr*f AU^^— (^^^Wtt 
jfifc^t?) SrffsRU -^^pre B»^B300-19»^^hn/Kl/— 

(2) Human CCR43B^i|BJ^J^W#<£>fflg£ 
thCCR4^^.^JJiS^rlEllDlbPBS-egfe^Lfci^, Lysis Buffer (lOmM Hepes pH 7.5, 

2mM EDTA, protainase inhibitor) XmM\^tc 0 ^MW^7k±K15^mM\^tc^ * 
^^^if—^J;?)»^#b^>^bfc (20000 rpm, 10 min, 4°C) 0 £t>K±m& 
m&>K22K, 30 min, ^Lfcft, -<Wh^PBS«^L^(D^H5>i:LTWm 
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(3) GTPySJ^Waft 
WR^^flfett^ #3tS^20 mM Hepes pH 7.05. 100 mM NaCU 5 mM MgCl , 

2 

GDP 2 ix M, Human MDC. [ 35 S]GTPy S 150 pM, Wheatgerm agglutinin SPA beads 1 
mg&OTuman CCR4^m^B^M5>l v g^#i-££CJ£?Ml^^4B#P H l30 

WT^MW^ii, 100 nMCDm&^5Wo£k±<Dmmm®i&^fc: 
MMffll, 3—13. 17—19, 22—24, 26—28. 31. 32. 34, 35, 37, 39—43. 4 
5—56, 58—67, 69—72. 75—78. 81—88. 89. 91 — 93, 97, 99—101, 104 
, 106—107. 110—114. 118—123. 125. 129. 131 — 132. 135. 139. 144 
— 146. 150—152. 157—158. 160—163. 165—166. 175. 182^1^187- 

50 

: 39 
:13 
:34 

mmm66 -.34 

:62 

H»!J101:13 
^ife^l04:31 
HW!|106:51 
^»!I188:53 

[0031] 2. ^^^-^ti^mmmm^mm^Mir^m 

Balb/c-^^(6-10M#. flttt. /K*-y>*— tt)(DHIfP^3%^-^yn 
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sxT<DmM$m&mfe, 30 m g /k g mn&^xmn?mmmvk$:^fc: 

MMMl, 22, 24, 83, 85, 88, 91, 99, 104, 107, 109, 111, 113, 116, 118 
, 121, 123, 125, 128—129, 131, 135, 139, 145 — 146, 151, 153, 161, 1 
65 — 166, ^1^187—188^^^0 

mm^wiz<n'mifom2<Dik&m) moo m g /k g sp^-^-e^<pa^tt^$^ 
[oo32] 3. ^^y-^mmmmm^M-r^m 

-^r^n^- <yV^^lIftfj2&^^i"&fKffite:The Japanese Journal of 
Pharmacology, 88, 332 (2002)iCfE^^i^fflV>-Cf¥ffib/c o 

±m<D&m.m$mmz.h, $l;U3lmmunology, 98, 345 (1999)f31fB«(D-^^P^m 
^E-tVK Journal of Investigative Dermatorogy, 111, 86 (1998)^fB<c<Z)^-^ri^y > n^ 

[0033] >fb^ (i) xi-iw^mx^m^^mm^tvx^mir^mMitmn 
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<D\^-rtuDMmx^xh^\ st^mttm^ mm$&mi, 

0.001 mg/kg7!/^100 mg/kg@S-e&9, fc5V>{*2— 4HI^ttTl^ 

mg/kg7I/Ml0 mg/kg<D$5B-ei B fcllal7IrM1g£&imi£-£&;h,5o ^A<^#^ 
j£Al0^c«9O.OOOl mg/kg7!/Ml mg/kgtf>$5ig-Cl 0 Kimib^Wkm 

mmwmm^mvx^xhx^o mmx&%Mte!&mz£vm&xnnm& 

xttffimftk tm&u rn&M. ^#au mmm^mvx^xhxw 
4-mun^-<Dtz.^)(D^mmt\^x\^ mm^mm^^mm. mnm. % 

•7*m<D£.?f£m%rslfo, ^y—/V<D£yti:T/V=i*-/VM. tfVy/^— h80(M^)# 

*sfc5 0 -(Di5^m^«, se^agtesu B&JBau umm. mmu frmm. & 
-rmm. ^mM(Dm^x^mm^x^xmm^ti^ 0 *fc. m^>tt*ns©@#: 
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tt, ^0Xte#Ifeim<D^ffl<^<DT*fcoTkJ;C IfeM^^XttJ^^^^-fe 
>\ tKn^7k^nT/^^X«^^^*#O0®^#:^fflbfotlPiE^Ti/— 
*WB#J£LTfcJ\ #C##J, ^*^J, ^y-A^J, ify-^J, ^y^J, MMRk > 

^y^-dfv/^w^^t-^^tt, ^/^ry^^y-ty^ ^ry/v 

[0035] ^^^^#^K^^(i)oMfe^M(-^^K«o *mmn 

■^h No:{b-^#^\ Datr^a^^^T*— ^(F:FAB-MS(M+H)\ FN: 
FAB-MS(M-H)\ ES:ESI-MS(M+H)\ ESN : ESI-MS(M~H)\ EI:EI-MS(M*\ AP: 
APCI-MS(M+H)\ NMR1:CDC1 *P<D l H NMRfC&ftS'RHftftPfefc 9 — ?(D 8 (ppm\ 

3 

NMR2:DMSO-d tpco'u NMR^:&{t3#1§fc[ft&t 0 — 6 (ppm\ MPrgt&CCX EA 
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: t£*#W{*(%) (Cal : f+^ft ; Fnd : M9M$Q ) * Sal : i&&t>^#*M (HC1 : i^ife, 

Ms:^:^Vl^~/K tBu : t-y^/K Boctt-y^h^-v-^/V^^/V, Ph::7;n^/K Bn: 
•-^vVK Ac : Tir^/K 
[0036] ##^1 

2-^nn-5-(hy hV/^&DMF ^.Ti^i^hV^J^t 100°C-C 

mn^mmBCfcisti* mm^^u^hntz.mm:, thf^, iM^-e^?ari9 
mm^Mu ^Ttfeta^fM, MMlt, 2-^r/-4-(hy:7/i^n^A0T^ 

y^£r#fco NMR1:6.81 (1H, d, J=8.8 Hz), 7.54 (1H, dd, J=8.8, 2.2 Hz), 7.66 (1H, 
d, J=2.2 Hz) c 

2-T^y-4,5-v ? 7/V^-n^S#^^/V^THFcp, ^by^A^h^M^ 80 o C"ei.5 
B#P^J^LT, 2-T^y-4-^hdrv^-5-^7^ti^S#^^7^#f'o NMRH6.15 
(1H, d, J=7.2 Hz), 3.87 (3H, s), 3.84 (3H, s) Q 

LT, e-^/V^-ndr-^yy^^^-dH^H)-^^^^ F:181 c 

2-T^y-6-^/v^-n^m#^^7K^^^g^^^px., #:v ^-c35°c-e^T^^y 
^^tK^^mtu. bo&l-c, s-^/^ti^^^y^^-dH.sH)-^^^^ 

ES:181 Q 

2,4-v ? ^y-l,2,3,4-^b7tKi3^r^-^y^-7-^7/V#V|i^#fc 0 F:207 o 
[0037] ##^!I6 
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t^tMLt, 2 ) 4-v ? ^y-l,2,3,4-7"h7tKn : 3r-f-y , y^-7-^7/V^ 
h3r#/c 0 FN:233 Q 

2-T^y-4,5-v ? ytici^:^y ? ^hy/KDDMF?§^^DBU^px., r^ft^iSHM 

. MffiT^MU 6,7-^naar^-yy^-2,4(lH,3H)-^^^#fc: 0 NMR2: 11.52 
(1H, brs), 11.33 (1H, brs), 7.97 (1H, s) G 

6j-^ynn^yy^-2,4(iH,3H)-^;>}->\ ^.mkV^Rxftti/mk ] )>'<Dm& 

o F:269 Q 

4-y/l^nTyh7— /^^lff^200 o C,KJ£U 7-7/V^-n^yy^ 
-2,4-(lH,3H)-v^>-2r#, mz.0^{M8bmm^X, 2,4-^^no-7-7;^n^t 
yyy^#/c 0 EI:216 0 

y^Ayhdr^K#^T, ^M*f£a£LT, 6,6-^^-2-^21-^-2,3,5,6,7,8- 
-^df-i^tKndr^-yy y-4(iH)-^-y^#fc 0 es : 21 1 0 

[0038] ##^11 

e.e-^y^/v^-^-^y^.s.s.ej.s-^drihtKndr^-yy^ciHK^-y^DMF^ 
, a^by^-zv^J^bT, 6,6-^y^/v-2-(y^/v^/vy^/v-5,6,7,8-^hytKn 

^r^-yyy-4(3H)-^-y^#fc 0 ES:225 0 
#%#!jl2 

e.e-^y^/v^-cy^/v^/vy^^/^-s.ej.s-^h^tKtidr^-yy^o^-^-y^ 

^-=3r^^yyi:2R#^^P^3S^Db-C, 4-ynti-6,6-v?y^/V-2-(y^-/K*/K7;n^/V 
)-5,6,7,8-^h7tKn^yy y^#^c 0 ES : 243 c 
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###!J13 
229 Q 

^n^^/kT5^^2,4-^^nn-6J-v ? ^hdr^^y>'^DMFct I , lliTS 
J^b-C. 2-^nri-N-^^a^^/V-6J-^h^rv'=¥^-y > y^-4-T5^^#^: 0 F: 
336 Q 

2,4 ( 7-hyyticidr-f-yy^^4-^ntiT— U^2-^V- DIPEA#£T* 3.5 
^PWtf&jl^LT, 2,7-> ? ^nn-N-(4-^nn^ ; n^/V)dr^-yy^-4-T^^#^ 0 
ESN:322 Q 
[0039] ##0!|16 

2,4-^nn-6J-^hdr^^-yy^^4-^nn-2-^/V^-nT^y>'(D^y— 7^ 

Mb"C, 2-^nri-N-(4-^tiri-2-y/^nycn^/k)-6,7-> ? ^hdri/dr^-yy^-4-T^ 
>^.m^^fc 0 ES:368 

2 ) 4-^^nn-6J-^hdr^^-yy^ / S.t^3,4,5-hy^/V^-nT^y^<D3i^y— /v 

-N-cs^.s-hy^/v^ri^cn^/^-ej-^h^^^yy^^-T^^^^^tfco 

ES:370 o 
##^!)18 

2 ) 4-^^^^-6-y/V^-^df-^-y ? y^^t^2-T$y-5-^^^'<^y^^y/^^THFct I ^ 
tert-y>dr^yy^#^TSJ^bT, 5-yn^e-2-(2-ynn-6-y7V^-n-^-^-yy>^ 
-4-^/VT^y)— <y:/^by/^#fc 0 ES:377, 379 q 
###!|19 

N-(4-ynn^ J i^/V)-6 ) 6-v ? y^/V-2-(y^-/V^/Vy^^/V)-5,6,7,8-^h7tKndr 
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F:350 o 

###!|20 

/v&TJ«**>fb*^*^-MJ^ASrip^., ^ifiT\KJ£L-C, ^vvv 3-(t 
Kn^^/k)-l,4'-l^tr-^y^-l'-*/l^?^-V9— h£r#fc 0 ES : 333 c 
[0040] &f%W21 

^T/y^/V)-l,4'-fcft: 0 -<y ^^-l'-^/V^dr^— b£r#fc 0 F: 342 Q 
##0!|22 

tert-y^/V 4-r^yt°-<yv ; >'-l-#/M}^>^— K 3-fc°^y vVy^/— /K 10% 
^^A^-RtW/— /W?l^»Sr, 7K##HMT*#bT, tert-^/W 3-(t 
Kndr^^/^-l^'-^t^y^^-l'-^/V^^r^— h^#fc 0 ES : 299 0 
##^!)23 

7/^#ffl^T, *BI^*^3tfy^^©THF»»*l!: % tert-y^/V (3S)-3- 

TU ifcVvO, *PSal»fET*#b-C, tert-y^/V (3S)-3-(tKndr^^/V)-l ,4'-tr 

t°^y v^-l '-*/VaJ?^V9— h^#/c 0 ES : 299 0 

##^!)24 

tert-y^/V S-^h^^^/V^/V-l^'-tft^yv'^-l'-^/V/Kdr^— hOTHF 

3-(l-fcKn^i/-l-^^/V^^/v)-i,4'-lft 0 ^y^^-l'-^7V^v'7— h£#fc 
o F:327 c 
##$J25 

^y^y^v'^/VT^y^E^^^ynny^^^^, 'O'vVv 4-tKndr^-l,4'- 
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—h^fc 0 ES:321 0 
[0041] ###!|26 

^/v)-i,4'-trtr^y^v-i*-^/i^?^>9— h^#fc c es : 3i3 Q 

/w. raH^*^?^ T-th^yT^tvv^&Duz-, 4o°c 

-C2.5 0 Rga^L-C, tert-^/V 4'-^Ty-3-(tKn^r^^/V)-l,4'-^t°^y^>' 
-l'-^/VaJ?^r->9— h£#fc 0 ES:324 Q 

tert-^^/V 4'-^T7-3-(tKn^^^/V)-l ,4'-tft°^y 

^^^/V)-4'-^^/V-l,4'-^t°^y ^-l'-^/k^^^— b£r#fc 0 ES : 313 0 
##0!|29 

^O-^/V 3-(tKn^^^-/V)-l,4'-tft°-<y^-l'-^;/V/Kdr^--h, 10%^^ 

vV-3-^71^/— >V%Wt. 0 ES:199 0 
###[|30 

tert-^^/V 3-(tKn^^^/V)-l,4'-^t 0 ^y^-l'-^;/k/Kdr^7— h^^7— 
/V^ 4M^^-g^^^-/V^^^aLT, l,4'-tft°^y^^-3-^^/— /V2i^^i& 
£r#fc 0 ES:199 0 
[0042] #%$J31 

tert-^/V 3-(^h^^^/V)-l ,4'-trt 0 -<y v'^-l '-^/V^v-^— hSr^T* 

Mxmwx^m^x^ 3-(^b^rix^/v)-i,4'-ift o ^y^hy^/v^-i3g^^^ 

3r#/c 0 ES:213 Q 
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###J32 

t^fflLt, 2-(l,4'-t- , t 0 ^<Jv ? ^-3-^/^^/V)-lH-^y^^K— /V-l,3(2H)-v ? ^-^ 

2^^i&$r#fc 0 F:428 0 

##$|33 

2-ynn-6J-^yh^>^ylJy-4(lH)-;^y&^^ 
v^y^n-y^y— /V^. DBU#^T^ 110°CT?2.5 0 Rg^J&l/r, 6,7-v ! yh=arv' 
^HS^b^^/WM^'-tfl^yS^ ES 
:417 0 
##$J34 

6J-^yh^iX-2-[3-(yh^Vy^/V)-M'-fc*fc^ 
^^(D^^^y^lR^N.N-^^/VT^y^^BL, l^ra»31^LT. 1' 
-(4-yinn-6J-^y.h^>^^yiJ-2--/V)-^^ 
y^. 0 ES . 435 Q 
##0!|35 

1- [l-(tert-7>^^/V^^/V)t°^yv > ^-4--f/V]-L-7°ny^y^-/V^^^/V^r^ 

v ^THii^!)30i;|Rl#(D#^^f v \ ffl.St<m-(t°^y v ? y-4--r/v)-L-^°nyyy^-/v 
i-(i-{4-[(4-yriri^ J i^/k)T5y]-6j-^yh^^^^yyy-2-^/Ht°^yv ? y-4-^r 

/V)-L-y°ny^y^-/V^^7^/v^#f Co ES : 527 Q 
[0043] ##^!)36 

2- ynn-N-(4-ynn^^^7V)-6J-v ? yh^r^-^-yyy-4-T$^^^J:f9, #fB 

HJg^I2ti^#^bT, 2-[(i'-{4-[(4-ya^y^^)T^y]-6 ) 7-v ? yhdriydf^-yy>' 
-2-^/H-i,4-^t°^y^^-3--r/v)y^/v]-iH--ry^>'K— /v-i,3(2H)-^y^# 

fc 0 F:641 c 
##^!I37 
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4/^°^<V^2mM^ntl 0 F:185 G 
#%$J38— 125 

%f?!jl5(D^^^#^bT#%f?!j50-54cD^^, #%f?!j55— 65(D^^ (ffi 
U ^f^DMF), #%f?!j66-69(D^^(faL, ^{iTirh^hy/V-THF(4: 1)) 

^bT##^!l73-77^b^^##^!)78-81(D{b^ (fB-U ^«2-^n 
✓V— /VOSr, #%^17(D^fe^^l#^bT#%^!j82-85(D^^^U?##^tj86 

mm9i<Dit^m^ mmm^^mtmrn^xmrn^m^t^m^ &nM2 
o<Djymtmmz.L,x&mw93(D4[:&M&. 0^M22<DjjmbmmKL,x0^M9 
4—io4(Dik&m$:. 0^M23<D^mtmm^x0mMio5<D4k&m&, 
25<Djfmtmm^x^Mio6<Dfc&!%}&^ m^m^mtmm^xm^ 

mmm3o<Djjmt mm^xmmw 1 1 1~ 1 24<Dit^m^, mmmi^mt m 

m38-i25(D^m<Dm^Rxfmm^m^—^mi-6\z.^n^n^i- 0 

[0044] ##^!|126 

^^tyllSVyjjmtmWiZVX^/V 2-?un-A-i(±-?uu-2-'7/Vjrn7^^/V) 
T^y]^^^y^-7-^/^^^-h^JSi-§J^^f^ffib-CM^b/Co F:366 D 
##0"!)127 

4,6-v ? ^nn-l-^ J i^/V-lH-t 0 7yn[3,4-d]t 0 y5v ? ^t4-^nnT^y^DIPEA# 
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l,4-^^^^^20NFra80^^Pf^UX6-^aa-N-(4-^aa^rf/l-)-l- 
^m^/V-lH-fc 0 7y^[3 ) 4-d]t o y5v ? ^-4-T5^^r#fCo ESN: 354 Q 
##^!I128 

4,6-^^nn-l-^ J i^/V-lH-t 0 ^yn[3,4-d]t 0 y$v ? ^^4-^nn-2-^7V^-nT^y 
^fflV ^#%^!J18<D^fe^^#^bT, 6-^nn-N-(4-^on-2-7Mn7i-/V 
^l-^^/k-lH-t^ynCS^-diey^^^-T^^^t/Co ES: 374 0 
#^!)129 

##^!ll27(D^-^^^|#^bT6-^nn-N-(4-^nn-2-^/V^-n^^^/V)-l-^ 
/V-lH-fc 0 7yn[3,4-d]t°y$^^-4-T5^^^i-§J®»^fflLTMitb^: 0 ES: 
312 0 

/V 2-T5:y-4,5-^/V^-ti^<^i/^— b^#fCo NMR1: 6.42 (1H, dd, J=7.0, 12.0 
Hz), 5.66 (2H, brs), 1.37 (3H, t, J=7.2 Hz) G 
[0045] 0^M131 

^^/V 2-T^y-4,5-v ? ^/V^-n-<^y^— hh-t-bV 1 ?^^^^^— h^DMSO 
%M.T5!%mBJfe£lt. ^J>V 2-T5/-5-^/V^-n-4-(^^-/^/V^T-/V)^ 
l^/x.'— h^#fc 0 F: 230 o 
##^!|132 

2-T5;y-4 ) 5-v ? 7/^ti^<^y^— h^^^-zv ^/k^77°hTir^— hcD 

DMso^^^b^-hy^^px., ^aT5 0 r^HJ^^-c, **f-;V 2-T57 
-4-[(2-^h^^/v#^/W2-^^y^^/v)^^]-5^/^a^<^y ? ^— h^r#fc 0 

NMR1 : 3.67 (2H, s), 3.86 (3H, s), 6.67 (1H, d, J=6.0 Hz) 
###!|133 

^/V 2-T^y-4,5-v ? ^/^ti^:^yrc— ^f-jv M'^^-A-^l/V^^ 

-2-^/V^-n-4-(^h d r^^/V^— ;H7x=/V]t°^Dv ? y-4-*/V^^7- h£#7c 0 
ES : 325 c 
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###!J134 

T^y-^C^^n^ntV^^/V^-^-^-S-^/V^-n^^yrc— h^#fc c NMR1 : 3.47 

(2H, d, J=7.2 Hz), 3.69 (2H, d, J=7.2 Hz), 7.22 (1H, d, J=12.4 Hz) c 

##^135 

2-T5/-4,5-> ? 7/V^-i3-<^XT5K^THF4 1 , hy^^-/VT5^^T. >K^Thy 
7/k^-ng^^4H|^K^j^l.5^^SJ^$^ N-(2-V7y-4,5-v ? 7/^n7x^ 
)-2,2,2-MJ^/V^-nTi?hT$K?r#fc 0 FN: 249 G 
[0046] m^Ml36 

ffl V >-C###!l 1 34i: |rM36£>SM£$:?tV \ N-(2-v-T/-5-^h=¥^-4-^/V^-n^ai^ 

/V)-2,2,2-MJ^/V^-nTirhT^K^#fc 0 F: 277 Q 

##^!|137 

N-(2-^Ty-5-^hdf-^-4-^/v^-n^^^/V)-2,2,2-hy^/V^-nTirhT^K^xk 

y^y— /vtfj, ^^y^^^65°c-ei7B#raMJ^$-fr^ 2-T^/-4-^b=^-5--<^y 

-bV/^&'&tCo F: 181„ 
##0"!ll38 

, ^?a-e2B#r^«#b-C, 2-T^y-5-^n^e-3-yhdr^S#^#fc 0 ES : 246, 
248 0 

##F!ll39 

2-T5/-5-^n^-3-yh^^S«i!M*^^^^200 o C-e2B#rBl*PI^L, 6- 
^ti^-8-?ih^^^y*V^-2A(lH,3H)-i?3r>-& y &fc 0 ES : 270, 272 

-3-^n^e-5-^/V^-n-<^y^— h^#fc 0 EI: 247 Q 
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[0047] ##$1141 

mmm^^, 2-T$S-5-?vv-4-*h*i/^>~S~hV/l'&&f£o ES: 183 0 
##$|142 

v^/V 2-7/V3rvi-b-^ h^ruy^/^y— h<D^/— /WTHF^-g^-fetert- 

hvTUypy—h&^fCo ES : 270 
##$|143 

-yZy—Y^Wz-o ES : 240 
##$J144 

^h/^^^hy^ntWT^^^T^^^y^^ioor-es e ^ 

/V 2,4-v ? yaci-6-yhdr^^yy>-7-^^^^— h^r#fc 0 
##$J145 

4,5-^/^^^-2-^hrl^^^f^/^#V^^fflV^-C##F!Jl42i:^|#(D^f^^ 
ffV\ 4-^/V^-n-5-^h^ri/-2-^hn^S#^^#fc 0 FN:215 G 
[0048] ##$|146 

4-^/k^-a-5-yt>df-^-2-— hn^^i£^#/k7^V@|<DDMF|§^;i, ^^T^^e— 
HOBt, WSC^^^^Px., ^?&T14B#r^SJ^$-li:, \-~7 ;vJrn-5-*y^y-2- 
^hd-<^irVT5K^#^ 0 FN:214 Q 
##$J 147 

2-T^y-4-^/V^n-5-yh^^^>'XT^K^N,N'-^y^/W^yyv ? y>-(DMI) 

-2,4(lH,3H)-vo<J-^#fc 0 FN: 209 o 
##$1148 

2,5-v ? ^n^-4-ynnT^y^^DMIcp, 160 o C-t:->TWbil(I)i!8B#rHlSi^$^> 
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2-T5:y-5-^aa^W^^a^MJ/^#fCo FN: 176 Q 
##0!|149 

i?y— k tt^mtvy, n, N,-i?^/i-T~v^<Dm^&im3Mmmtftu ^ 

^JV [(2,4-^nn-6-7;VtP^t > /yy-7-^)ft]7-fe^- h£#fc 0 NMR1: 

3.87 (2H, s), 4.25 (2H, q, J=7.2 Hz), 7.77-7.80 (1H, m) 

###!|150 

K^185°C-ei5B#rBlSJ^$^r, e.S-^nnCl.al^dryn^.S-g]^^^^^ 
EI:242 C 
[0049] ##^!J151 

6- ^nr2-2,4-v?^y-l,2,3,4-^hytKn^^yyy-7-^;/V^hy/V^V^-C# 
#{m49^»>M^^V\ 2,4,6-hyynndr^-yyy-7-^7/^^hy/V^#fc 0 ^ 
0^^^4-ynn-2-^/V^-nT^yy^fflV>T##f?!jl27^^|#(D^f^^fV\ 
2,6-^ynin-4-[(4-yna-2-y/^n7 ; n^/k)T^y]dr-f-yyy-7-^7/k^hy/V^ 
#/c 0 ESN: 365 0 

##0!|152 

2,4-^^y-l ) 2,3,4-^^7tK^^yyy-6-^7^^^5K^fflV^T##^!)8i!^| 
^O^^fV^, 2,4-> ? ynn^yy>--6-^/V#^hy/V^#^i 0 FN: 223 0 
#%$J153 

2-r^y-4-(y^/K*/v^/v)^m#^yyy— /v^k mm^^T3 e P^ni&jt 

-C##0!|3i:^|#^bT, 7-(y^/V^/V*^/V)d f -^yy^-2,4(lH,3H)-v ? ^-y^#fc 
o ESN: 239 

7- (y^/V^/V*^/V)dr-^yyy-2,4(lH,3H)-v?^-yfflV^-C##^8«i!^I#^L-C 

2,4-v ? ynci-7-(y^-/v^/v^/v)dr^-yyy^#. m^^mis^mtmm^ 

2-ynn-N-(4-ynn-2-y/V^-ny^^/V)-7-(y^-/V^/V7^^/V)dr^-yyy-4-T 
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5^#fc 0 ES: 387 
##0!ll55 

ES : 416, 418 0 
[0050] ##0!|156 

2-^nn-N-(4-^nn-2-^/V^n^rn^/V)-8-^h^^^y^y^-4-T5^^v ? ^nn 
^>^, jfci&TH^ftofc^fcKJS^It:, 2-^nn-4-[(4-^nn-2-^7V^-n^;n^ 
7^)T^y]^r^-yy^-8-^— /V^#fc 0 ES : 324 

^^y>^#ftT, ^n^T-feh^hy/V^80°C-C2 0 ffiSJ££ii\ ({2-^nt2-4-[(4- 
^nn^-^^n^^^/^T^yl^r^-yy^-S-^/H^^T-feh^hy/V^^io F : 
363 

###|J158 

5-^ti^-2-^tia-N-(4-^ria-2-7/V^i3^rn^/V)-8-yh^-^dr^-yy^-4-T5^ 
^DMF^^>TWbil(I)i!85 0 C-C3B#rBlSJS$-frs 2-^nn-4-[(4-^nn-2-7;^n7 

^-/^T^yi-s-^h^-^^^y^-s-^/v^hy/v^/Co esn: 36i 

#%$J159 

^f-;V 2,4-^nci-6-yh^^^yy^-7-^/V^i/7— hO^^y— /V-THFfM 
1§«toM TK^^hy^^M^Px.. SfiT22B#F^SJS$-fr, 2-ycm 
-4-[(4-ynn-2-^/V^n^ai^/V)T^/]-6-yhdr->'dr-7-yy^-7-^/V#V^^#fc 
o ^O^^OTHF^^m^^lfy/V, DMF^P^.^?a-e5B#r H W#bfc 0 fcjfc 
m^mi^ti^. mnT^^T^mWi^MTL. 2-^nP-4-[(4-^nn-2-7;Vtn7 
^-/V)T5y]-6-^h^i/^-7-^y^-7-^/V^dri^5K^#/c 0 ES : 381 
##$1160 

2-^nn-4-[(4-^nn-2-7/V^n^ai^/V)T5:/]-6-yh^>^-7-yy^-7-^7/V^dr 
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DlPEA<DTHFmm^hV7^vmmM7k^&-20 o C^l)\}?Ltc&, 0°C-C17B# 

-7-^7/V^^MJ/V^#fc 0 ES : 363 
[0051] ##$J161 

2-^nn-N-(4-^no-2-7;Vtn7x^)-6-7/VtP-7-(^f;W77^ 

-4-7^t^t2-^oP-N-(4-^DP-2-7;^n7x^/V)-6-7/Vtn-7-yf;^ 

i/y^-4-T^^:NMR2: 2.95 (3H, s), 7.98 (1H, d, J=6 Hz), 10.46 (1H, s) 0 

2-^nn-N-(4-^nn-2-7;ktn7x=/V)-6-7/Vtn-7-(yf;^/V7^^/V)^- 
^7])>~4-T^>:F: 404 
##$|162 

2, 4, 6-hy^^nt 0 y^^^-5-^/^^iyT/^tK^2-tKyv ? y3z^y— /v^hynz 
^-jVTV-y^m±rr^/— ^^4°C^18B#^SJ^$-fr, 2-(4,6-^^on-lH-t"7/o 
[3,4-d]t°y5vV-l— (Vl^^y— /l"£#fc 0 AP: 233 Q 
##$J163 

4 ) 6-^^^-l-^y^ o ^tVv-lH-t 0 7y^[3,4-d]t o y^>'^fflV^T##^!|15(D7J 

mtmmzm^ ^mti^xw^^, mMMti^xTh^^^r^^^^u^ 

m^^XMf^WmTX2.5 0 [iga££^fc)L-C, 6-^nn-N-(4-^PP-2-7/Vtn7x 
^/V)-l-^y7°ntVV-lH-t°y y^[3,4-d]t°y ^v'^^-T^^^t/Co F : 340 o 
##$|164 

2-{6-ynn-4-[(4-ynn-2-^/V^n^ Ji ^/V)T^y]-lH-t 0 yyn[3,4-d]t 0 y$v ; >' 
- W/l^cy-y— /V^V vr#%#"!j25£|II$I^L-C, 6-ytici-N-(4-ynn-2-^/^ 
r2^cn^/k)-l-(2-^/V^-nrc^/k)-iH-t°yyn[3,4-d]t: 0 y$v?^-4-T5^^#/c 0 ES 
: 344 

##$1165 
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2-{6-^Pi^-4-[(4-^i3^-2-^^^^^^]x)T5y]-lH-t°7y^[3,4-d]t°y$v ; ^ 
-W/H^y— /i^v^tm^^cp, hV^/^TV^ffteT, &M.T**>'X/Vfr 
-/V^nyK^Si^$-^> 2-{6-^nn-4-[(4-^nn-2-^/V^-n^7^/V)T5:/]-lH-t 0 
^y ? n[3,4-d]fc°y5v ; ^-l---f'/H^^/V h£#fc 0 ESN : 418 G 

[0052] #%$J166 

246-^na-4-[(4-^t2ri-2-^/^n^^/k)T^y]-lH-t 0 7yt2[3,4-d]t 0 y5v ? ^ 
^>^/V^*r— h^DMFtp, v / TWb^-hy r >i»i:55 o C-ei30#F^ 
KJ£$^ 3-{6-^nn-4-[(4-^nn-2-^/V^-n^^^/V)T5/]-lH-t°7y^[3,4-d] 
t°y^>V-W/M:7 0 n/-?^hy/V^#fc 0 ESN : 349 
#%#r|167 

{6-ynd-4-[(4-^nt2-2-y/k^-d^^^/k)T5y]-lH-t°7yci[3,4-d]t°y 
h^EtOH-THF^^I^cp. 1M NaOH7k?§$e^|&T22R# 
59,KJ£;$^ 6-^nn-4-[(4-^nt2-2-7/V^-n73;^/V)r^y]-lH-lf , 9> f n[3,4-d]t p 
y^>--W/Hg^£r#fc„ ES: 356 0 
#%#!J168 

{6-^riri-4-[(4-ynn-2-7/V^-riy J i^/k)T5y]-lH-t 0 7yn[3 ) 4-d]t°y5v ? ^-l- 

J^-^, 2-{6-^nn-4-[(4-^PP-2-7;VtP7x^)T^y]-lH-t 0 7yn[3,4-d]fc o y 

W/WTi?hT^K£#fc 0 ESN : 353 c 
#%#!J169 

246-^na-4-[(4-^tiri-2-y/^n^^/k)T^y]-lH-t 0 7yt2[3,4-d]t 0 y5v ? ^ 
-l-^/HTi-hT5K^t°y^^,^aThy^/^n^4tt^^^7^p^^§^ N 

{6-^nn-4-[(4-^nn-2-^/V^-n^ J i^/V)T5y]-lH-t 0 7yn[3 ) 4-d]t 0 y5:v ? V-l- 

^/HTirb-hy/V^#7t 0 ES : 337 Q 

#%^!|170 

^MTL^m^3H#^HJ^^. l-v-Ty-l-^/VtK^^^tfCo NMR1 : 1.27 
(3H, t, J=7.2 Hz), 3.22 (2H, q, J=7.2 Hz), 4.02 (2H, brs) Q 
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[0053] ###!J171 

^6o°c^?5 0 Bu&m\zma.Tm**A'j». m^m^^^y^ 

^-m-^y—zV-^/V^^—Y^Ut^o ES : 226 
#^!)172 

^^y^^A^y^°ntVVT^K(LDA)^-78r-e^)P^30^rBW#bfc#3^^^ 

-l^'-tft^y^-l'-^/V-^^^— h^#fc 0 ES : 355 
###!ll73 

— h^THF^, 7R?frT7k§^y^^T/^~?i^£0££i3\ tert-^^/V 3-(fcKn 
dr^f/^-S-^^-l^'-t-'tXy^y-i'-^/v^^^-h^tfco ES: 313 
##^174 

&m?t, mu-eismmBifotsit, ^y-^/v 4-({2-[(tert-y>^y#/MK~/v)T$/] 

^^/HT^y)t°^yv?^-l-^7/k^^— h£#fc Q F: 378 c 
##^175 

^^/V 4-({2-[(tert-y > >^^/V#=/V)T^y]^^/HT5:y)t: 0 ^y^>'-l-^/V 
7^^>7— h^ytmrn^^ hV^/^TV^fc&T, TK^T^^nTir^/vyny 
K£,KJ££i3\ ^>-vvV [{2-[(tert-y>dr^^7/V^^/V)T^y]^^/H(ynnT-fe^/V 
)T5y]t°^yv ? ^-l-^/V/Kdf^— h^#fCo r<D^£f^DMFtK TX^Ib-^hy^ 
SOr-ClSBfraMJ^^-fr, tert-y^/V 44l-[(^^y/V^^y)#/V^/V]t°-< 

y^^-W/H-s-^^yt^^^^-i-TV/v^^i/^— h^#fc 0 r^b^ffl v >r# 
%#!j3o^iwi#(Z)^f^^fv\ ^o-^/v 4-(2-^-=a f -yt°-^7v ? ^-i— i7v)t°-^yvV 
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w&®&. mMThyT^h^7km4k*vmi-hv?j*t£Cj&i5^ -<>^ 4-(4-y 

^/V-2-^V\i 0 ^y^>-l-^;V)\i 0 ^J>-\-^/V^iyy— h^#fc 0 F: 332 Q 
[0054] #%#!|176 

tert-^/V 4-T^yt°^>Jv ? ^-l-^7/k^df-^— h^^/— tf^/V^/V* 
^0^k^M-C18B#|fflSJ&£it\ tert-^/V 4-(l,l-v ? ^^K^ ; e/V*y^ 
-4-^/V)t°-<y ^-l-jfr/l^^ri^— b&#fco F : 3l9 Q 
###!|177 

tert-^^/V 4-(14-^^^K^^^/V*y>'-4-^/V)t 0 ^yv ; ^-l-^7/V/^df-->'7 
— h^rTHFtps -78°C-eLDA^10^^K^$^:, St-^iS^/l^-78 0 C7^ib5 0 C-C5 
B#PEgHJ^£-^"C, tert-^^/V 4-(2-^/V^-l,l-v ? ^-^iyK^^- ; e/V*y^-4--l'/V 
)fc°^y^^-l-^7/V#^rV7— h^T#fCo FN : 345 0 
##^!)178 

tert-^^/V 4-(2-^/V^/V-lJ-^df-->'K^-^-^/^y^-4-^/V)t 0 ^y> ? ^-l- 

h^^y— /vcF.^K^^^^hy^A^c^^ior^Bt^^ 

tert-^^VV 4-[2-(tKn^>/y^/k)-l,l-v?^-df-^K^^- ; e/V*y^-4-^/V]t 0 
^y^-l-#/l^^^— h£#fc„ F:349 Q 
##^!)179 

6 ,7-v ? y^/V-2-(y^/V^/V^T— /^)^y vV-4-:^— ;v^nnx^yc|n % }>y 

-2-(y^-/v^^-)7°^yv ? ^-4— f/v h£#fc Q -©ft^tii2-^nn 

N-(4-ynn-2-^/V^n^^^/l^)-6J-^y^/V-2-(y^/V^^-)7 P ^yv ; ^-4- 
T^£r#fc 0 F:350 o 
#%$J180 

4HX4-^tm-2-:7/K^ti:7 ; n^/V)T^/]-2H;3-(tK£^^ 
-l'-^/V]^yy^-7-^/V^V^ (^»[|102) ^fflV >T##^!ll46^^#^ (fib 
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-i-ytviirxi-?^— /v)T5y]-2-[3-(tK^^^^/v)-i,4'-trt°^yv ? ^-i'-^r/v]-N- 

*y^-N-^/V^y?y^-l-*/V7$*^\?$:%tlo ES: 557 
[0055] ###!|181 

6-^nn-N-(4-^T3n-2-^7V^-n^ni^7V)-l-rc^/v-3-(^h^r^^-/V)-lH-t 0 9 
yn[3,4-d]fc°y^^-4-T^>1^^nn^^^ tK^T, H^b^lif £HJ££-* 
T\ {6-^nn-4-[(4-^ciri-2-^/^n^^/k)T5y]-l-^/V-lH-l: 0 7ya[3,4-d] 
t°U5:^^-3-- W^/- /V^#fc 0 ES: 356 
###i|182— 272 

##^!|133(D^^|WI#^L-C##^!|182(D^^^ #%^!jl38(Z)^^^ 
^LT##^!l 183»^^^ #%^(J171(D^-fe^|D#^bT#%^!|184-186(D 

-^mtmm\^L-xmmmi94-i97(Dit^m^. mnmi39co^mtmmKvx0 

h IH#^L-C##^!|208- 2 1 2<7Mkl^3^ 144<D^f IH#^LT###!| 

213—215^-^^, ^^^le^^^Cfib^^fiDIPEA)^ ###!J162<D 
;*f l^#^LT# mm 1 7-221 O^lS^Sr, 1 5<£>^£:£ |^#^LT# 

%f^222(D{t:^, ##F!)223(D^^(fa.b^«l,2-^nn^^) N #%^[|2 
24-2250^^(fB.L^»THF-Tirh^hy/V)^, ##^J127(D^^|H#^ 
LT#%{#J226— 228, 256— 2Ql(Dit^^, #%#[J18(D^i££|^#&;iLT#% 
#(J229— 255tf>ft^#^ m^Ml55<D^m:tmm^Xm^M262<Di^^^ 

^mmi5S(DM&tw\m^x^mm263(Dik&m*:. m^wn63(D^mtmmK 

LT#%{?lj264tfMbl^^ #%f?!|22(D^i:^|^tz:b-C##^!j265— 266(Z)^ 
###!j30<D^^|ll#^bT##^!j267— 2710^^^, #%f^j29(D 

tc 0 m^mi82—272(D^m(DmmRximm^m^—^m7-i4i^ti^: 
[0056] mi&wi 
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2-^tit2-N-(4-^titi^cn^/V)-6-^/V^-i3dr-^i/y^-4-T5:^ 1.20 g <D^^r^-^-> 
50 ml mWilZ. (3S)-l,4'-tffc°-<yvV-3— 0^*2 J— J^MMM 1.10 g&OTBU 

i.82 mi &m#m%-, 9o°c^3 p mmtuto zcmm&^utLxmMu mm^m^ 

^e^T^K)-e|fML. ((3S)-l'-{4-[(4-^t2n^^^/V)T5/]-6-^/V^-ndr^-yy^-2- 

^/H-i4'-^t 0 ^y^-3-^/v)^y—/v^^fe^H e s i!bT#fc 0 z.v>ft&m** 

30 ml THF 15 ml fcjgfi?U 4M ^fb?kfft-g1^^/H§^ 4.0 ml £ 
X, ((3S)-l'44-[(4-^na^^^/k)T5y]-6-^/^ridr^-^y^-2-^/H-l,4'-tft°^ 

y^-s-r/v)^^/-/^^^ i.22 g ^un^ihtvxntco 

(2-^nn-6J-v ? ^hdr^-dr^-yy^-4-^/V)-[2-(4-^7V^-n^ ; n^/V)^^/v]T^^ 

525 m g ^ m^^xmmmi^mtmm^mu mmt^xn-?*?;— ;«v^no 

^-^3 0 r^KJ^^^c) LT, (l'-{4-[2-(4-^/^n-^^/k)-^^/kT5y]-6,7-> ? 
^h^r^-= 3 r^y^y^-2--f/H-l,4'-tf t°^y^^-3--f/V)-p<^/— /V2^^^ 170 mg 

[0057] H»!|3 

2-^at2-N-(4-^ai3^ ; n^/V)-6 ,7-> ? ^h^^-f-y'y^-4-T^^^li^940 mg 

jbwc, ^»!ji^^-&<k^i#^(fau ^<kb-cn-^y— 50 mu m.mti,x 

DBU(Dftt?«9^DIPEA 900 mg&m^XllO°CXfcffc£^:fc) Lt, ((3S)-l'-{4-[(4-y 
nn^^^/V)T5y]-6J-^h^^^yy^-2-^/H-l,4'-tft°^y^>'-3--l'/V)^^ 
7— /V 2M?i& 510 mg ^te^^^ H ^^x#fc 0 

2-ynt2-N->yr2^^^/k-6,7-^yhdf-^dr^yy^-4-T$^ 1.01 g ^jiv^-c, H 

Mfm^fe^^-ai-U mmtL-xn-^y— /K r^yi:L-C4-t o nyv?y-i-r 

/Vt^y^y^O mg (2^A)fflV\ DBU^fflV^-f^3B#r^PI^3S^TCJS$^:fc 
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*r^y*V>-4-T^ 740 mg &9m&&MibLXfflZ 0 

t>ytemmtryvj» 540 mg^j^-csor-es 0 mRit^to^x, u-tej-^^ 

^>-4-(2,3,4-by:7/V;^t2^;/^/VT5/)^ 
;vW;—/v 79 mg &&&&M i kLXfflt 0 

[0058] H»!|6 

^-^y^-4-T5^ 300 mg SrfflWC, HJg^JlO^ir^^ (fEU mmtLX 1,2- 
i^h^rc^ 10 ml vT140 < C-C1.5 0 P^J&J^rfc) l7T, (lH4-[(4-^nn 
^^/V)T^/]-6,6-^^/V-5,6J,8-^h7tKn^^y^y>'-2--l'/H-l,4'-^t 0 ^y 
Vl/-Z-s(/VW;—;V 2&mm. 38 mgSrl»^»fe3|igS^Lr#^o 

2,4-^nn-6,7-^h=¥^^-y ? y^ 777mg^3,4-v ? ^/V^-nT^y^ 387 mg^i 
V ^Ttlfx&(D##^!ll6i!lll#<Z)S^'f^fTo-C 2-^nn-N-(3,4-v ? 7;^n7x^;V 
)-6,7-^h=3ri/=3r^-yy^-4-T5:^^(Dfe^^ 903 mg£#fc 0 
V>THJfe^!l3^^(J:LT, (lM4-[(3,4-^/V^n7oi^/V)T5y]-6,7-> ? ^h=arv'^ 

-f-yy^-2-^r/H-i,4'-tft°-<yv?^-3-^/k)^y— 2*&^*£; 513 mg&&&&M l k 

2,4,6-hyynn^^y^ 315 mg^-^nnT^y^ 172 mg^ffl^Titi|j/ii<D###!| 
15^|WI#(D^f^^fo-C, 2-^nn-N-(4-^nn7xr:;l/)-6-^ni3^ty!Jy-4-75 
^feli^a 474 mg£#fc 0 ^(D^^^fflV>T|lifef?!|3^|II#^L-C, (lMH'nn 
-4-[(4-^t2ri^^^/V)T57]^^y~y^-2-^/H-l,4'-trt°-<y^^-3--r/V)^^7— /V 
2&&& 244 mg^fe^^^bT#fc 0 
mMM9 
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2,4-^ap-6J-^h^>^-y^ 518mg^2,4,6-hy^/V^-tiT^y^ 294 mg^ 

/p)-6j-i?*h^>^yvi/-4-T^m.mi&<DmM& 400 m g £#fc 0 z.<n>\\&m* 

^y^v*y^-2-4M-\A , -w^yy^- , s-4?vW;--;\< 2^mM. 225 mg^-fe 

[0059] HJfe^JlO 

2 ) 4-^^nn-6J-v ? ^h=3f-^= 3 r^-y'y>'=3r^-y^^500mg, 2,6-^/^0-4-^"^^ 
T^yy401mg, &m^Xtftft(D&^Ml7km&<nWifc$rfT\'\ ftM®2-ynn 
-N-(4-^o^-2 ( 6-^y7^oy^^k)-6J-^h^iydri-yy^-4-T^^^^ 
1.24 g &#fc 0 Mrtl.10 g^fflV>rHifef?!l3^^1#^b-C, {l'-[4-(4-^n^-2,6- 

/H^7— /V 2^*& 169mg ^^fe|§^i!UT#fc 0 

mmmn 

2,4-y^nn-6-;(f;V^ty'yy 213 mg t4-^nn7^!Jy 128 mg &M?L, J 
—;v 10 ml ^;v*My7md;x<T^y 0.21 ml frMx.. 2B#^al?)fnbfc 

n _ N _( 4 _^ nn:7j .- /V )_ 6 _^^- /V df-^-yy^-4-T$^(D3g.^^^ 358 mg £#fc c r. 
(D^^#J^fflV>THii^l|3i:|Hl#^bT, (lM4-[(4-^nn7x-;W)75/]-6-^f/V 

df^-yyy-2— r/H-i,4'-trt°-<y vV-3— wy^y— 2^M 291 m g £«s^ 
Mitvxmtio 

3-(->-Tyy^/V)-l,4'-tf t^y^y-l'-^/V/J^V^^^/V 500 mg \Z.;<7i/tyM> 

m.m 50 mg, y^y-/n5 mmmfcMTL. 7kmmmn,T^uKxmmm.wist'o r 
^m±^bxm.mu mm&m^x. 3-OTvy^/v)-i,4'-tf t^yv^a^ 

WZ mg r#t 0 ^.(D^^^l-y^y— ;V 15 ml fc$g#?U 2-ytm-N-(4-ytm 
^^^/^-ej-^h^^^yy^^-T^^ 564 mg N DBU 889 mg^P^L, 110°C-e2 
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0 mm,WL,±o }«£©5feU mm^VXtr^^^v^h?^^— (?xivi*;v 

^^-e@>fb$^r, ttmm&M&L-X, (lM4-[(4-ynn7o^/V)T5/]-6J-i^h^ 
Zy^^/T^-2-^;vy\,^-\f\i 0 ^)l/ly-Z-y(;V)T^Y^)^ 411 mg^#t 0 Z.(Do 
1b(D 208 mg&- g^^/V 4 mL&O^yV— /V 4 ml t^fifU 7K^T4M MitikM 

. (l'-{4-[(4-^tin^ ; n^/V)T57]-6J-^h^^^yy^-2-^/W-l,4'-tft 0 ^y>? 
^-3--f/V)T-feh^hy/V 2*&^ 125 mg&m&ffi^tl,Xmtl 0 
[0060] H»!|13 

2,4,6,7-^h^dti^-^-y^^ 234 mg8-^oP7- 111 mg ^ffll vrfftfz!l<D# 
#^J15^|^l#(D^f^^To-C, 2-^nt2-N-(4-^at2^ ; n^/k)-6 ) 7-v ; ^nndr^y 
^-4-T5^ 310 mg£#fc 0 ^»^^^fflV>-C^»[|2i:^)#^b-C. (l'-{6,7-v^ 
t2n-4-[(4-^nn7^^/V)T5/]^^y^-2-^/H-14'-t't 0 ^yv ? -3-^/V)^^/— 
/V 2*k^*k 303 mg&m&ffiMiblsXmc 0 

l-Ci^-^-^riri^ai^/^T^yi-ej-^h^^^yy^^-^/Ht^yv 5 ^^- 

-T/V)-L-^i3y^^-/V^^/V 370 mg <T>*#S—?V 10 ml |§rfc5M Tk^t^hy 

^^tk^« i.o mi ^p^l, 50°cxi2mmmwvtc o ^.mmm^m mmx^w^ 
^mm^^y—^-^^v^-T/^m^mxm^ir^t^'o, 

l-(l-{4-[(4-^riri^ J i^/k)T5y]-6J-^h^^^^yy^-2-^/Ht°^yv ? ^-4-^r 

/v)-L-7°ny^ 2mmm. 300 mg ^^M^^u-c^tfco 

H»!|15 

(l'^-^-^nn^^^/^r^yj-ej-^h^^^yy^^-^/H-i^'-ift^yv 5 

>^-3---r/k)y^y— /V 400 mg<Db°yvV 10 mmmKM7K^Bi 180 mg&OTMAP 12 

7 (? uu7fr/VJ»-y*#y— /U-28%Tl/^—T7iOXWW^. (1 M4-[(4-^nti7ai= 
/V)T5y]-6J-^h^V^^yy-2-^/Vhl,4'-lft 0 ^yv ? -3-^/V)y^/V Ti?^— h 
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390 mg&te&W&kVXnfto ZL<Di\&m 172 mg&W&H^A' 3 ml^$PU 4M 

x-t^«LT, mm (l'-{4-[(4-^nn^^^/V)T^y]-6,7-v ? ^hdr^^-yy 
-2-~M-lA'-\ft°~<yi?-3-~M^/l'2iM.miM. 194 mg^^^^ H ^bT#fc 0 
[0061] H»!J16 

l'-(4-^rin-6J-^h^^^y^^-2-^)-3-(^h^^^/V)-l,4'-^t^y^ 
^ 217 mg^tF[2-(4-^nn^m^/V)rc^/V]T5^ 93 mg<DDMF?g^^DBU 114 mg 

^p^l, ^at?2B#r H i, 8o°c-e2R#5g, ioo°cci8mmmwi,fc 0 mm^^u m& 

Mb, N-[2-(4-^nin^^-^)^^/k]-6J-^h^iy-2-[3-(7!h^-^^/V)-l ) 4'-^ 
fcT^y^-l*-^ |7K|3r^:/y^-4-T^ 125 mg£Hfe<D$t#:£lyC#fc 0 ZJT>ft&*to 
^mW.^^ 5 mUClg^fU 4M^^-g^^^-/V^^0.15 ml^Px.. Sjfi-CMtra 

7V)^/V]-6J-^h^^-2-[3-(^b^^^/V)-l,4'-t^°^y^^-l'-^/k]dr^-^y 

y-l-T^ 2mkt&. 67 mg^^^LTftfCo 

^»|J17 

fcK^vVlzkftJ^ 48 mg CO 20 ml ^t(u2-[(l'-{4-[(4-^nn7x^/V) 

T5/]-6j-^h^^^y^y^-2-^/H-i,4'-tft°^yv?^-3-^/v)^^-/v]-iH-^y 

/f>'K-/V-l,3(2H)-> ? ^-y 320 mg^P^L, 4B#PaW^Ut 0 |§$£^5feU 

py—Mcmm^. 4Mmt7Km<Dmm^^Mm 0.5 m^n^-kM., ^i^^b 

M&WiiU ^S^/-/^^ff^^LT, 2-[3-(T5/y^/V)-l ) 4'-^t^yv? 
^-l'-^/V]-N-(4-yi3n7ai^/V)-6J-^h^iX^y*y>'-4-T5>' 2^^^ 182 
mg ^I^I^Ltifc, 
MMM18 

2-[(l '-{4-[(4-ynny rn^/^T^yl-ej-v'y hdf-^dr^-yy >--2-^ f/V}-l ,4'-tT fc°^ 
y^y-S-^/V^^/H-lH-^y^yK— ^-1,3(2^-^^ 320 mg ^ffli^cmfe^iji 
7£H?)$l^bT, 2-[3-(T5/y^-/V)-l,4'-t-'t°^yv ? >'-l'— f/V]-N-(4-^nn7x^ 
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)-6 J-^h^^y^-4-T^£#fCo i©ft^|j^Pn^y 5 ml \z$&M 
U mTkmm 102 mg, t°y^ 79 mg^JP;lfcfL 3€^t°y vV l ml^JPx., ^ST2 

N-[(l'-{4-[(4-^rin^^^/k)T5y]-6J-^h^^^yy^-2-^/H-l,4'-tffc 0 -<y 
vV-3— l7V)^/HTi?hT5K 244 mg »jtfe@f*i:L-C#/c 0 Z.(D\^m 240 
mg ^mm.^^ 5 mL&tW/— /M mHZlf^U 4M ^^M-ffrW^"? 
0.5 ml^P^., ?§$^M5feU ag^x^y-M^^^Lt, N-[(l'-{4-[(4-^nn 

^^^/^T^yi-ej-^h^iy^^^y^^-^/H-i^'-^t^y^^-s-^^^/v] 

TirhT^K 2^M 132 mg ^M^Mit^XmfCo 
[0062] ^I«!jl9 

2-[(l '-{4-[(4-^tin^^^/V)T5y]-6 ) 7-v > ^h^^^^-y^y M-\ ,4'-tT 

yv ? ^-3--r7v)^^/n-iH--ry^^K— /v-i,3(2h)-> ? ^->- 320 mg ^m^^xmMim 

7tmMl^X^ 2-[3-(T^y^/H-l ) 4'-lft 0 ^y> ? y-l'--r/V]-N-(4-ynn^ ; n^/k 

)-6 J-^y-h^>^yy:/-4-T5>^#fc 0 ^(D^^^v^ntiy^:/ 10 ml 

U >K?r>T^yy/v^/vynyK 114 mg.&wy^/VT^ 1 ml >K^T 

20#^«#Lfc o t^fp^^TK^^-hy^^TK^^p^, ^nT2mmm&&s ?w 
mm^My^^/^-'r^Mx.xm^^:, ttmm^mm. ^il-c, 

N-[(lM4-[(4-ynn:7^;=vV)T5/]-6J-^b^ 

^y-3-Wf;H^^y^*y7^K 257 m g ^ltfe@f*^bT#fc 0 ^<z>fbi^ 

ife) 253 mg ^g^^5W 5 ml^.W^y— 7V 1 ml ^?§#?U 4M ^b/K^-g^^^ 

0.5 mi %n?cfcM., mm^m^u at^^y-/^w^f H Lt, 

N-[(l'-{4-[(4-ytm:7^/V)T5y]-6J-i^ 

^y-3-^/V)^/V]7^>^/V*yT^K 2 161 mg &m&M;M 3 bVXmc 0 
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4/^W/—7V 3.16 g <D*#;—;V 200 ml ^$^T/K=fV#fflMT\ lOV^t*? J» 
-£&3* 300 mg ^JPx., -^iffi*^#ffl^T-e3^^»#Lfc 0 Eifo%hT&. RJ&Wi 
^ir^-fMlIiiiU ^^JET^U^ ^fetb^aS^v^^^/V^— 7VV200 ml 
^Mx.ttm^M^, (l'-{4-[(4-^nd^ ;n -/k)T^y]-6-T^y^yy^-2--r/k 

}-i,4'-ift o -<7^^-3-r/^^y-^ i.33 g &M&mfctvxmc 0 ^(D\^m 

200 mg ^tin^/VA10 ml (C$g#?U 4M Wb/ttW.^ frW&L 1 ml ^Px.^, 
«J±TI«2r^U ^/—/V-i>^;V^^sV£.V)WlfeMi\^X, (l'-{4-[(4-^n 
n^^^7V)T$y]-6-T$y^^^y^-2-^/H-l,4'-tft°-<7v ? ^-3-^/V)^^y— /V2 
ifeSfeife 210 mg &®,&ffi£kbVXmCo 
[0063] Hife#!j21 

(1 '-{4-[(4-^tin^ ^/V)T^yy6-T^/^yy >-2-4M~l ,4'-tf t°^y v^-3- 
-f/V)^^y— /V 300 mg ©i?^pn^y 50 ml ?g?fct 0 y vV5 ml, ^Tkgft^ 0.66 

^nn^/Vi»10 ml^l^U 4 M^**-g1^^/H§^ 1 ml^Px. 

, mizrmmu ^y—/^j^/^—T^xm^^vx, N44-[(4^nn7x 

^/V)T$7]-2-[3-(tKn^^^/V)-l,4'-lft 0 ^yv ? ^-l'-/r/V]dr-7-yy>'-6--r/HT 

i?hT^K2i&6lig27kfn^ 280 mg £Mfef£||£LT#fc 0 

^fe#!j22 

2-^/K*/K7x— /V-N-(4-^citi-2-^/V^-n^ ; n^/V)-6,7,8 ) 9-7^h7tKn-5H- 
^^n^^[d]t°y5^>--4-T^^l^^^ 1.21 g©^PP^y 20 ml U&m&lz. 
, /K^T, m-^PDl^Ifi 956 mg &Mx.^ 5^-1:1 0#P B W#Lfc o ^kfcm-^n 

vm^cM^m 291 mg ^p^., ^?u-ei0#r^«#bfc o R^mK^mm^-hv^j^ 
y^mm^Mx., ?nn*/vj*xmm\^tz. 0 mmM&&. ^^xm^^xm^u 
m^m-rb^j^x^mu mm^m^x, N-(4-^pn-2-7^tn7x^)-2-( 
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m\^X, (l'-{4-[(4-^nn-2-^/V^-n^;n^/V)T57]-6,7,8,9-^h7tKn-5H-^ 
n^^[d]t 0 y^^^-2-^/H-l,4'-tft 0 ^IJ> ? ^-3-'l'/V)^^y— ;V2i&m&. 331 mg 

Hife^j23— 101 

^ti^tiMf&irzmm&tiimvxwmi'fro 

[0064] MMM102 

4-[(4-^nn-2-7^to7x-^) T5/]-2-[3-(fcKndriy^/V)-l,4'-tf fc^Uv 5 
^-Y-^;vy^^/T^-l-1o;VT^y^. 152 mg (D*#S— ;V 1.5 ml 1M 

Tkmik^bvv^mm 0.43 mi ^jp^ ^a-e2B#r^a#b^ 0 £^-thf 1.5 mi, 

^on*;V^ 2 ml, *#;—;V 1.5ml 1M 7kMi\^-YW^7kMU 1.4 ml £#C[h] 

t-^ttr^px., mux—mmwvtco mm^m^xmhf^tz.mm: im 

/l^n^a^/v) T^yi^-ts-CtK^^^^/^-i^'-trt^y^^-i'-^/vidr-^y^ 

136 mg ^^i:L-C#/Co ^.(D^^^/— /V 2 ml 

, 4m mtTkm-mm^/umm 0.165 mi &na%.xmsit&kU!&. mm^m^v 

-2-7/V^ru7^=./V) T^y]-2-[3-(tK^ d rv / ^/^)-l,4'-lft <> ^yv ? ^-l'-/r/V-]de 
^-^y^-7-^/V#V^2^M 100 mg &mn&M;M}bL,Xmc 0 

4-[(4-^nn-2-7/^o7i^^) T^/]-2-[3-(tKn=af-^^/V)-l,4'-lf t°^y i? 
^-V-^fVY^r^/T-y-l-iJfVi^yW. 1.8 g (DDMF 40 ml £THF 10 ml (DU^MW 

k wsc^^^ 1.5 g, HOBt i.i g AU^mr^^J^ i.o g &ua%., mux— m 

/28%T>^e^T?K) ^TttMb, 4-[(4-^nn-2-^/V^-ci^ J i^/V) T5/]-2-[3-(tK 
ndr^^/v)-i,4'-tft°^y^^-l'-^/V]^yy^-7-^/V7Kdrf-5K 1.15 g £r$giil 
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tLtifco Z.<Dft&lfo 120 mg 1.5 ml tC$g#?U 4M ^k*^-g^g| 

0.15 ml ^Px.T^m-eai#Lfc 0 WfflLfd|iti§.£r«8lLT, 4-[(4-^n 
T57]-2-[3-(tKn^i/^^-/V)-l,4'-^t°^yv ? ^-l'-^/V]dr 

^-yy^-7-^/v^>i^5K2m^ 60 mg Sr8fcHfeSf££:L-C#fco 

[0065] ^I»!jl04 

4-[(4-^OD-2-7/Vtn7i^;V) T^/]-2-[3-(fcKn^S/;^/V)-l,4'-lft^y^ 

^-i'--f/v]^r^y ? y^-7-^/v#^^5:K 454 mg ©^dp*m 2 mi t^v^> 0.7 

ml ©j&g-agftfcS:^/— /V-tK^T^SPU hy^/V^ng^^^ 0.19 ml £M 
TUfco -15 fire 10 ftm¥UiM\z.^ ^hKV^/v^rn^mUy^m 0.3 ml 4:20 lc 

#w~c»tu io°c-e 2 0#r^«#bfc o kjssssck: im fcm^YvvJxx&m: 
Mx.xmmm^tc.m^ ^m^/^-rmmut, ^mm^m^m^xm^u 

Vn^W^J— (^nn^/V^^;- /V/ZWhTl/^^-THO f-TftMU 4-[(4-^n 
n^-^/i^-n^rvV) T^yj^-CS-CtKnar^^/^-l^'-tft^yv 5 ^-!'-^]^ 

-f-y^y^-7-^7k^-hy7k 451 mg ^^ H ^bT#fc 0 r<z>fb^ 82 m g ^^y— 

/V 2 ml \ZMU\^, 4M i^7k5Si-g1^^/H§$e 0.1 ml &1}\\x.X, m&XM^fc 
„ ffim\Jtl£Mi&fflb.L,X, 4-[(4-ynn-2-^/k^-n^m^/V) T^/]-2-[3-(fcKu3r 
^y^/V)-l,4'-tf t°^y^-l'-^/V]=3r^^y^-7-^/V^hy/V2^^^ 78 mg &r 

mk&ffi&t^xmco 

H»!J105 

6-ynt2-N-(4-yciri^ ; n^/V)-l-7 ; n^/WlH-fc°7y^[3,4-d]t 0 y5v ? ^-4-T^^ 
136 mg (DlA-^^> 20 ml $g$Rt£ M'-t^v^/V-S^f/M^/— /V 
M. 103 mg, DBU 191 mg 3 0 rBll00 o C^T*P^Lfc o ^J%Sf/V$:MZ-MM 

(l'^-^-^^n^^^/^T^/l-i-^^^/v-iH-t^y^cs^-dl^y^^-e-^ 
}-i,4'-tft°^y>^-3— r/v)^^y-/v 102 mg ^#^fe*iS?f^^^L-c#feo 

^b^^^/— /W£?gfl?U 4Mig^/g^^^/V^ 0.20 ml %Mx.XM.Wm.b\^ 
tzMt, ^^/-/KWLt, l'-{4-[(4-7nn7x=;V)757]-l-7x^;WlH-t 0 7/ 
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i3[3,4-d]t 0 y5vV-6--l7H-l,4'-tf ^mm^. 68 mg ^3* 

^»!I106— 107 

Hife#ijl08— 172 

^ W!l 1 ^ 22(D^^ ^LT#|B^25— 34^i-^»!J 108- 1 72(D^^ 
[0066] HJg$J173 

2-^nn-N-(4-^an-2-7/V^n^ 3 i^/V)-6J-^h^^=¥^-i/y^-4-T^>'^^ 
i&400 mg *D^t^(4 , -^/V-l,4 , -trt°-<y> ? ^-3— /V 2*&&*& 338 mg 
Mwr. ^Jfe^!ll(D^i!|^#^({0.U »^L-C2-^hdf-v/^/— 10 ml, M. 
S^LTDBU^ft^^t-DIPEA 0.75 ml ^XlW°CX%.fo^tz.) LT, (1' 

-{4-[(4-^nn-2-^/V^n^^^/V)T$y]-6J-^h^v^^r^-yy^-2-'i'/H-4'-^^ : - 

^-i,4 , -^fc°^yv ? ^-3--r/^^y-/k 2mm&. 217 mg ^jitfe^it^L-c^o 

Hife#iJl74 

zk^y^-^T/i^^A 14 mg (D^h7fcK^77>- 2 ml W-WiKyKftiT t^/V 
4-[(4-^nn-2-^/V^n^ 3 i^/V)T57]-2-[3-(tKn^^^/V)-l ) 4'-^t 0 ^yv ; ^ 
-l'-^]^^-i/y^-7-^7/VJj?^^— h 169 mg <DTh9tVv79>- 2 ml MM^IM 

rut, 5°c-eiB#r^*#bf^, ^^^^K^ky^^^r/^-^ 15 mg 5 

Mb, {4-[(4-^nn-2-^/V^n^oi^/V)T$y]-2-[3-(tKndr^^-/V)-l,4'-lft 0 ^< 
yv ? ^-l'-^/V]dr-f-y'y^-7-^/H^^y— 7^ 67 mg ^#fc c ^(Di^mSl mg 
7— /V 1 ml^t-, 4M ^bTKm-M^^/V^IR 0.11 ml %Mx.XM.Wt^t\^fz. 

{4-[(4-ynn-2-^/V^n^^^/V)T5/]-2-[3-(tKn^^y^/V)-l,4'-^t°'<yv ? ^ 
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[0067] 

4-[(4-^nn-2-7/V^n^^^/V)T57]-2-[3-(tKn^^^/V)-l ) 4'-tft°^yv ? V 
-l'-^/H-N-^b^rv^-N-^^/V^^-> f y^-7-^7/V#^i?-5K 456 mg (DTh9K}?V7 
9^ 12 ml^^TK^T^^/Vy^-^^ 1.5 ml iM#Lfc„ ^blC^/V 

V^VJ* 1 ml ^2[Hl*Px., ^ia-C8t#b^o SJ&^fct&ft&teT^-^Ajfcig 

nn^/v^/^^y— /v/28%T>-^^T^K) f-TltMU l-{4-[(4-^nn-2-7;vtn7 
3 ,-/V)T^y]-2-[3-(fcKn^^^/V)-l,4'-^fc°^y^^-l'-^7V]dri-^y^-7--r/H 
76 mg £r#fc c ZJO\^m 76 mg Oo^y— /V 4 ml^fe, 4M i&^Tkit- 

g^^^/v^g o.ii mi ^M^xm^mw^tco &mud&Mi&*&ix^ 

H4-[(4-^nn-2-^/V^n7^^/V)T5y]-2-[3-(fcKi3^iy^^/V)-l,4'-lffc 0 ^y^ 
>--l'-^/V]dr7 r -^y^-7--r7H^y^2^^55 mg ^^fe^^ H ^LT#fc 0 
H»!J176 

{2-^nn-4-[(4-^nn-2-7/V^n^^^/V)T^y]-8-^h^iXdr7 r -y ? y>'-5-^7/V# 
^hy/V 106 mg. M'-tft^yvV-S-^fVM^/— /V 2^^^ 79 mg. DBU 133 mg 
©1 ,4-^-^1^ 20 ml <D|«£l00 o C7M 0 W«#Ufco BJ&m&feMlMM&& 

&MfeWfc&b\,Xnhfvrz.i\&m 114 mg SmV^h/V— /V5 ml -THF 15 ml<D 

m^$:^i§fi?u 4m mt^m-mm^/i-mm 0.16 mi ^px.t^-c«#l 

n-2-^/V^n^ J i^/V)T^y]-2-[3-(tKn^^y^/V)-l,4'-lft 0 ^y^-l'-'Y/V] 

-8-yh^^yyy-5-#/MK^iKK 2^^ so mg^s^^ibttfco 

[0068] ^»J177 

6,8-^ynn[l,3]i^^y£i[4,5-g]^yyy 600 mg (D^J—/V 15 ml WMK, 
2-^nt2-4-7/^n7^py 359 mg, y^yyw^y^ 0.05 ml ^)lR#:tlP*U 85°ce 
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n-N-(4-^nn-2-^/V^n^ai^/V)[l,3]v > ^-^ryn[4 ) 5-g]dr^-yy^-8-T5^ 85 
mg £#f' 0 *fc, e.S-^ntiCl.Sl^^yn^.S-gl^^-yy^ 568 mg 
—;V 30 mU ^JUr^^ls 30 mk 2-^nn-4-7;^n7^!Jy 334 mg, 4M ^\kfcM~ 
l?tt-y->mWL 0.1 ml SrflP*.. 100 o C-C6B#^a#b/t o SJ^^^JreMU 

— (g^^3z^/^-— drf-^)-eftMb, 6-^ tici-N-(4-y nn-2-7/^o7x^)[l ,3] 
i^^yn[4,5^^yyy-8-T^30 mg £#fc 0 ^tL^20OMJS"e#^tvf^ 6- 
yria-N-(4-yrin-2-y/V^ri^rn^/V)[l,3]^^yn[4,5-g]^r-7-yyy-8-T5y 
115 mg tlA' -W^yJly-Z-^/V^ J—;V2mBM 80 mg 1,2-v^ 
h^vcny^ 5 mk DBU 0.14 ml ^:)WXM^ 120°C-C^3fc#L7c o EOfcWL&^n 

hy ^y^c— (y tm/jvv^-yy/— /v-28%ry^^r^K)-eitML. (1 ' -{8-[(4-y tm 
-2-y/v^n7^^/v)r^y][i ) 3]^^yn[4,5-g]dr^yyy-6-^'/H-i ) 4'-tft; o ^y 

vV-3-/(7V)yy7— /V 38 mg &^<—i?^&T^^T*bVXmtlo ^-<D\^m^ 
ZJ—JV 5 ml \Z.mM^, 4M ^kTK^-^^rf-^^ 0.3 ml ^JP^-CM^L 

/c#, mfeH^cUto #^^fcft^^^> ? ^yy 0 i3tvv^-^/k-e^L-c, d' 

-{8-[(4-yan-2-y/V^n^ ; n^/V)T57][l ) 3]^^yci[4,5-g]dr-7-yyy-6-^/V 
}-\A'-\f\i°^yi?>-Z-^/VW;—;V2mkm. 30 mg ^—^^(D^tl.Xn 

H»!J178 

N-(4-yt2n-2-y/v^-c2^;n^/k)-6,7-v?y^/k-2-(y^/v^^-)y°^yv?y-4-T5y 

850 mg oytm/Jvlots 80 ml 7K^Tm-ytinii§^i,#^(>65%) 645 mg 
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mm^^y^^^mu mm^^-r^-t^x^, N-(4-^nD-2-7Mn7x 

^/V)-6,7-v > ^^/V-2-0«^/V^/V^^^/V)7 o 7^!;> ? ^-4-T5^ 884 mg ZL<D 
i^^O 364 mg tlA'-\f}l°^<V^>-3-4/V^y— /V2i^WM. 260 mg (DU^^O^ 
1,2-v^Hrv^^ 20 mU DBU 0.52 ml ^JlR»X., 115 0 C-e^*#bf' 0 fcfo 

(^nn*/]/A-^^/- /W28%T>-^^T7k)-e3|*®iU (1 ' -{4-[(4-^nn-2-7/Vtn 

;V 130 mg £#fc Q Z.(D4k&M&*#S—/l' 5 ml fc*§fl?U 4M ^bfc^iWMf 
l^mm 0.3 ml ^P^Tifeli^UhiL ^Sr©*L^o #«b;fr^fe£^£T-feh 
-MJ/V-Cgfe#L-C, (1 ' -{4-[(4-^nn-2-7/V^-t2^ni^/V)T^/]-6 ) 7-> ? ^^-/V7 0 ^ 
yvV-2-^7W-l,4'-tft 0 ^y^;/-3— f/l-W/— ;V2mmM 95 mg SrlS^S^b 

[0069] H»!J179 

({4-[(4-^riri^ J i^/k)T5y]-6-^7^n-2-[3-(tKn^^^/V)-l ) 4'-lft°^yv ? 

^r^/T-y-l-^ B1^^/V80 mg <OGMlM&foW$L 10 ml M 

m^i6mmummm^tc 0 Rmm^u^x-muu mm^tm^^^j-^ 

7?^#-LT, ({4-[(4-^nn^;n^/V)T$y]-6-^7V^-n-2-[3-(tKndr^^-/V)-l,4'- 
tft^y^-l'-^/k] dr^-j/y^-y-^v}^^-) @^ 2%Sfel& 78mg Srfifejgairb 

x&A> 1 ' -{4-[(4-^nn-2-^/V^-n^^^/V)T57]-7->'T/^r'7-^y>--2--f/V 
}-l,4'-ft; 0 ^<yv ? ^-3-^7/^=arv'7— h 941 mg <D^.#;—;V 10 ml 1M 

gi^hy^Tk^m 3.50 mi ^nx., ^?aT8H#r H m#bfc 0 m&mxc 1M i^gs 
3.50 mi ^MxJzM. Kmmmm\^xnhthtzmm:^/—7v-m>hWi^^ 

ffV\ l'44-[(4-^nri-2-^/V^n7^/V)T^/]-7-^T/=3r-7-yy^-2-^r/H-l,4- 
tr fc°^y v^-3-#/Vtf:V^ 449 mg ^^^^ B ^bT#7c 0 
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188 

njfe^tii— i88(Dit^m<Dm^Rx^mMib^mf—^m 15-34 ^-r 0 *fc 



REx 


Str 


Dat 


REx 


Str 


Dat 


38 


MeO"^ 


0 

^NH 
H 


ES: 21 1 


39 


F 3 C. 


O 
H 


ESN: 229 


40 




EI: 216 


41 


F CI 
^IsTci 


ES: 217 


42 




CI 

^N^CI 


FN: 265 


43 


F^ 
MeO' 


CI 


ES: 247 


44 


EtQ 2 C^ 


CI 

N CI 


F: 272 


45 




CI 

^V^CI 


EI: 212 


46 


O 

rW 

^ — SMe 


F: 21 1 





[0070] mz] 




[0071] D3t3] 



WO 2005/082865 



53 
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WO 2005/082865 



54 



PCT/JP2005/003207 




[0073] [^5] 



WO 2005/082865 



55 



PCT/JP2005/003207 



Boc-N 




REx 



'k I 



Dat 



REx 



Dat 



REx 



Dat 



C0 o Me 



94 



ES: 
313 



CONhL 



95 



ES: 
314 



96 



ES: 
341 



97 



C0 o Et 



ES: 
341 



98 



-OH 



ES: 
341 



99 



100 



103 



' n 6 



OH 



F: 285 



101 



F: 285 



F: 285 



102 



OH 



ES: 
313 



^r\f y oh 



F: 301 



104 



OMe 



F: 299 



105 



N OH 



ES: 
299 



106 



109 



N 



OEt 



AP: 
301 

ES: 
327 



107 



N ^r^OMe 



ES: 
313 



108 



OMe 



F: 299 



[0074] [^6] 
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HN 




2 



REx 



(FA, 



Dat 



REx 



(R 2 )n 



N 71) 



Dat 



REx 



/R) m 



Dat 



■a. 



ES: 187 



112 



N 



OH 
2HCI 



14 



CONH, 



2HCI 



ES: 198 



115 



-OH 



2HCI 



ES: 199 



F: 185 



113 



1 16 



N"~>^OH 
2HCI 



ES: 199 



IT 



^OH 



2HCI 



117 



OH 
2HCI 



F: 185 



118 



-^^Y'OMe 
k^J 2HCI 



F: 199 



119 



N 



2HCI 
OMe 



F: 185 



F: 199 



1 20 



N 



OMe 
2HCI 



ES: 213 



121 



OEt 
2HCI 



AP: 

227 



122 



Me Me 
N^r^OH 
2HCI 



F: 227 



123 



N 



OH 
2HCI 



ES: 213 



124 



N Y OH 
k^O -2HCI 



F: 201 



125 



N 



ES: 201 



[0075] [^7] 



WO 2005/082865 
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REx 


Str 


Dat 


REx 


Str 


Dat 


182 


F^^CO^e 


ES: 255 


183 


Br^^NH 2 


El: 285 


184 


Me-, 

W-C0 2 Et 

N JL 

r nh 2 

Me^ 


ESN : 
210 


185 


Me 

V/C0 2 Et 
N JL 

Me-^ 


ES : 198 


186 


MeO—v 

kX0 2 Et 

n JL 


ES : 214 


187 


jC j h ° 


ESN: 334 


1 oo 


F TY^ T 

(Xj H 


cc. Of\f\ 


1 so 


Et0 2 C^S^^rr^O 
2 H 


NMR2: 4.04 (2H, 
s), 7.64 (1H, d, 
J=10.4 Hz), 8.19 
(1H, d, J=6.8 Hz) 


1 on 


MeOyY^NH 

Me0 2 C J ^>Ao 
2 H 


ESN: 
249 




f YjV h 

H 


F- 997 


1V2 


F YY^f 

Br H 


T"? f . CO 

EI: 25o 




f ttS ih 

v H 


1 ;r\i, o 1 (\ 


194 


H 


FN: 186 


195 


H 


FN: 220 


196 


EtO^C^^O 
H 


F: 225 


197 


MeO^^>r\) 
H 


F: 227 



[0076] [^8] 
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58 



PCT/JP2005/003207 



REx 


Str 


Dat 


REx 


Str 


Dat 














198 


Me- 7 H 


ES : 223 


199 


vCX H 

Me- 7 H 


ESN : 207 




Me Q 






MeO—, O 




200 




ES: 195 


201 


to 

N <j 
Me~^ H 


ESN : 223 


202 


HzNOa €c\ H 

H 


NMR2 : 7.19 
(lH,d, J=8.8 
Hz), 7.35 

(1H, d, J=2.0 
Hz) 


203 




NMR1: 0.28- 
0.32 (2H, m), 
3.61 (2H, d, 
1=7 2 Hz"> 7 39 
(1H, d,J=10.4 
Hz) 


204 




F: 261 


205 


jl N 

CI 

MeO 


ES: 307, 309 


206 


MeO^^T>T"CI 


F: 263 


207 




F: 247 


208 


Br 


EI: 296 


209 




ES:263 


210 




AF: 302 


211 




AP: 372 



[0077] [^9] 



WO 2005/082865 



59 



PCT/JP2005/003207 




[0078] [JI10] 




[0079] mw 




[0080] IM12] 



WO 2005/082865 



62 
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250 




V- 


ES : 338 


251 


MeO. 
T 

Me0 2 C7~ 




ES : 396 




Me^ 6 


















N 

N'^ 


PS- 168 


251 


Mer 




FS • 354 




Me 








MeO--, 






254 




N 


ES : 340 


255 


NT 


^1 N 


ES : 370 




Mer 








Mer 




256 






F: 333 


257 




An 

JL a 


F: 388 


258 


K 1 




ES: 342 


259 


EtU 2 Cr 


^1 N 


ES: 384 


260 


Hp 


N 


ES: 380 


261 




N 


F: 326 












Mer^ 






Br 










N 




262 


MeCX/L 


1 M 


ES: 416, 
418 


263 


MeCX/I 
T 


1 N 


ESN: 361 


264 


Me Me 




F: 354 











[0081] [^13] 



WO 2005/082865 



63 



PCT/JP2005/003207 



Boc-N^ p 



REx 




Dat 


REx 




Dat 


265 


w OH 


NMR1: 3.98 (1H br 
s), 1.75 (2H, brd, J = 
12.0 Hz), 1.45 (9H, s) 


266 




ES: 305 



[0082] [^14] 



REx 


/(R 2 ) m 


Dat 


REx 


7 (R 2 ) m 


Dat 


REx 


k/Z 


Dat 


267 


-2HCI 


F: 249 
F: 205 


268 


2HCI 


F: 241 


269 


W OH 
2HCI 


F: 185 


270 


2HCI 


271 


Me 
2HCI 


ES: 
213 


272 




El: 197 



[0083] DS15] 



WO 2005/082865 



64 



PCT/JP2005/003207 



HN 



MeO 
MeO 




N 



N 



■N 



V^ 7 



(R 2 )n 



Ex 



Syn 



A 



y (R)n 



Dat / Sal 



CH 



OH 



F: 524 ; EA: Cal (C28H34N5F3O3. 
2HC1. 1.5 H 2 0) C, 55.86; H, 6.95; N, 
11.23; F, 3.05; CI, 11.37. Fnd: C, 
55.80; II, 6.72; N, 11.32; F, 3.00; CI, 
11.55. ; Sal: 2HC1. 1.5H 2 0 



CI 



CH 




OH 



F: 512 ; NMR2: 8.22 (1H, s), 4.69- 
4.84 (2H, m), 3.93 (3H, s) ; Sal: 
2HC1 




CH 



F: 454 



MP: 205-206 




CH 



OH 



F: 546 ; EA: Cal (C28H34N5F3O3. 
2HC1. 1.5 H 2 0) C, 52.10; H, 6.09; N, 
10.85; F, 8.83; CI, 10.98. Fnd: C, 
52.20; H, 5.92; N, 10.82; F, 9.12; CI, 
11.16. ; Sal: 2HC1. 1.5H 2 0 



CH 



N 



OH 



F: 514 
2HC1. 
11.41; 

52.50; 
6.28. ; 



; EA: Cal (Q7H33F2N5O3. 
1.5 H 2 0) C, 52.86; H, 6.24; N, 
CI, 11.74; F, 6.19. Fnd: C, 
H, 6.51; N, 11.33; CI, 11.86; F, 
Sal: 2HC1. I.5H2O 




CH 



N 



OH 



F: 532 ; NMR2: 8. 1 2 (1 H, s), 7.63 
(1H, t, J=8.8 Hz), 3.93 (3H,s) ; 
Sal: 2HC1. 2.5H^O 



10 



10 



CH 



OH 



F: 592, 594; NMR2: 8.14 (1H, s), 
7.73 (2H, d, J=7.6 Hz), 4.50-4.63 (2H, 
m) ; Sal: 2HC1. 3H 2 0 



[0084] DJll 6] 



WO 2005/082865 



65 



PCT/JP2005/003207 



CI 



CH 



F: 521 ; NMR2: 8.18 (1H, s), 3.91 
(3H. s), 1.22-1.31 (III, m) ; 
Sal: 2HC1. 2.5H.O 



14 



14 



CI 



CH 



C0 2 H 



F: 512 ; NMR2: 8.33 (1H, s), 4.50- 
4.64 (IH, m), 3.95 (3H, s) ; Sal: 
2HC1 



15 



15 



CI 



CH 



F: 554 ; NMR2: 8.17 (1H, s), 3.94 
(311, s), 2.03 (311, s) ; 
Sal: 2HCL 1.5H.O 



16 



16 



CI 



CH 



OMe 



F: 554 ; EA: Cal (C30H40CIN5O3. 
2HC1. 0.5H 2 O) C, 56.65; H, 6.81; N, 
11.01; CI, 16.72. Fnd: C, 56.40; H, 
6.84; N, 10.95; CI, 16.45. ; Sal: 2HC1. 
0.5H^O 



17 



17 



CI 



CH 



F: 511 ; NMR2: 7.49 (2H, d, J=6.8 
Hz), 3.89 (3H, s), 1.07-1.17 (1H, m) ; 
Sal: 2HC1. 2.5H 2 Q 



18 



18 



CI 



CH 



NHAc 



F:553 ; NMR2: 1.03-1.17 (1H, m), 
1.82 (3H, s), 7.53 (2H, d, J=8.8Hz) ; 
Sal: 2HC1. 2H 2 0 



19 



19 



CI 



CH 



N 



NHMs 



F: 589 ; NMR2: 1.07-1.20 (IH, m), 
2.90 (3H, s), 8.20 (IH, s) ; 
Sal: 2HC1. 2.5H 2 0 



23 



CI 



CH 



F: 514 ; JNMR2: 4.57 (IH, brd, J= 
10.8Hz), 7.47 (IH, dd, J=1.5, 8.8Hz), 
8.07(111, brs). ; Sal: 2HC1. 3H 2 Q 



24 



.CI 



CH 



ES: 532 ; NMR2: 7.53 (2H, d, 
J=8.8IIz), 7.74 (211, d, J=8.8Hz), 8.17 
(IH, brs). ; Sal: 2HC1. 3H 2 Q 



25 



CH 



OMe 



F: 498 ; NMR2: 1.68-1.81 (2H, m), 
4.05-4.16 (IH, m), 7.53 (2H, d, J=8.8 
Hz) ; Sal: 2HC1. 2H 2 Q 



26 



XI 



CH 



OH 



F: 498 ; NMR2: 3.94 (3H, s), 4.68- 
4.88 (2H, m), 7.52 (2H, d, J=8.8Hz) ; 
Sal: 2HC1. H 2 0 



27 



.CI 



CH 



N 



OMe 



F: 512 ; NMR2: 3.26 (3H, d, J=8.3 
Hz), 3.91 (3H, s), 7.53 (2H, d, J=8.8 
Hz) ; Sal: 2HC1. 1.5H 2 Q 



28 



.CI 



-OH 



CH 



F: 498 ; NMR2: 3.90 (3H, s), 7.52 
(2H, d, J=8.7Hz), 8.21 (IH, s) ; 
Sal: 2HC1. 1.5H 2 0 



[0085] [^17] 



WO 2005/082865 



66 



PCT/JP2005/003207 



29 



CI 



CH 




OH 



F: 498 ; NMR2: 3.90 (3H, s), 7.52 
(2H, d, J=8.7Hz), 8.21 (1H, s) ; 
Sal: 2HC1. 1.5H-.0 



30 



CI 



CH 



N 



OMe 



F:512; NMR2: 3.30 (3H, s), 3.94 
(3H, s), 7.51-7.55 (2H, m) ; 
Sal: 2HC1. 2H^O 



31 



CH 



N 



F ^ CI 



OH 



F: 544 ; NMR2: 7.96 (1 H, s), 4.78 
(211, d, J=5.4 Hz), 3.89 (611, s) ; 
Sal: 2HC1. H^O 



32 



CH 



F ^ F 



OH 



F: 528 ; EA: Cal (C28H35N5O3F2. 
2HCI. 2H 2 0) C, 52.83; H, 6.49; N, 
1 1.00; F, 5.97; CI, 11.14. Fnd: C, 
52.79; H, 6.59; N, 10.98; F, 6.00; CI, 
11.35. ; Sal: 2HC1. 2H.O 



33 



CI 
CI 



CH 



OH 



F: 560 ; EA: 

Cal(C 2 8H35N50 3 Cl2.2HCl. H 2 0) C, 
51.62; H, 6.03; N, 10.75; CI, 21.77. 
Fnd: C, 51.32; H, 6.30; N, 10.70; CI, 
21.95. ; Sal: 2HC1. H 2 0 



34 



CI 



CI 



CH 



OH 



F: 560 ; NMR2: 8.02(111, s), 7.68 
(1H, d, J=7.6 Hz), 1.09-1.19 (1H, 
m) ; 

Sal: 2HC1. 1.5H 2 0 



35 



F 



CH 



OH 



F: 546 ; NMR2: 7.95 (1H, s), 4.76 
(2H, d, J=4.8 Hz), 1.12-1.16 (1H, 
m) ; Sal: 2HC1. 0.5H 2 O 



36 



CI 



CN 



CH 



OH 



F: 537 ; NMR2: 8.15 (1H, s), 7.82 
(1H, d, J=8.3 Hz), 3.93 (6H, s) ; 
Sal: 2HC1 



37 



CI^^XI 



CH 



OH 



F: 574 ; NMR2: 7.82 (1H, s), 7.62 
(1H, s), 1.12-1.21 (1H, m) ; 
Sal: 2HC1. H 2 0 



38 



-(CH 2 ) 



CI 



CH 



OH 



F: 554 ; NMR2: 7.87 (1H, s), 7.27 
(2H, d, J=8.4 Hz), 1.12-1.21 (1H, 
m) ; 

Sal: 2HC1. 1.5H^O 



39 



CI 



CH 



Me Me 

N^J^OH 



F: 558 ; NMR2: 8.10 (1H, s), 3.92 
(6H, s), 1.09 (3H, s) ; 
Sal: 2HC1. 2H 2 0 



40 



CI 



CH 



N 



OH 



F:512; NMR2: 8.19 (1H, s), 4.69- 
4.83 (2H, m), 3.90 (3H, s) ; Sal: 
2HC1 



[0086] mi8] 



WO 2005/082865 



67 



PCT/JP2005/003207 



41 


3 


JO 


CH 




F: 486 ; NMR2: 7.91. (Ill, s). 5.02 
(1H, dm, J =47.9 Hz), 3.89 (3H, s) : 
Sal: 2HC1. 2H 2 (J 


42 


3 




CH 




F: 496 ; NMR2: 8.16 (1H, s), 7.72 
(2H, dd, J=5, 8.8 Hz), 3.94 (3H, s) ; 


43 


3 




CH 


"n^j^oh 


F: 512 ; NMR2: 8.17 (1H, s), 4.68- 
4.79(211, m), 3.94(311, s) ; Sal: 
2HC1 


44 


3 




CH 


CONH 2 


F: 511 ; NMR2: 7.87 (1H, s), 4.30- 
4.42 (1H, m), 3.94 (3H, s) ; Sal: 
2HC1 


45 


3 




^Cl 


CH 




F: 548 ; FA: Cal (C27H32CIF2N5O3. 
2HC1. 2.5H 2 0) C, 48.69; H, 5.90; N, 
10.52; CI, 15.97; F, 5.71. Fnd: C, 
48.78; H, 6.00; N, 10.31; CI, 15.79; F, 
5.69. ; Sal: 2HC1. 2.5FI 2 0 


46 


3 


xx: 


CH 




F: 530 ; NMR2: 8.21 (1H, s), 7.67 
(1H, dd, J=8.8, 17.1 Hz), 3.94 

(3H,s) ; 

Sal: 2HC1. 1.5H 2 0 


47 


3 


1 


^Cl 


CH 




F: 530 ; NMR2: 8.14 (1H, s), 7.63 
(1H, dd, J=8.3, 16.6 Hz), 3.92 
(3H,s) ; 

Sal: 2HC1. 3H 2 0 


48 


3 






CH 




F: 486 ; NMR2: 8.13 (III, s), 7.42 
(1H, dd, J=1.5, 8.3 Hz), 3.92 (3H,s) ; 
Sal: 2HC1. 2H 2 0 


49 


3 




CH 




F: 514 ; NMR2: 8.20 (1H, s), 7.75 
(1H, d, J=8.8 Hz), 4.38 (1H, ddd, J = 
4.4, 9.6, 35.9 Hz) ; Sal: 2HC1. 
1.5H 2 0 


50 


3 






CH 




FN: 528 ; NMR2 : 8.13 (1H, s), 
4.55- 4.68 (2H, m), 3.94 (3H, s) ; 
Sal: 2HC1 


51 


3 


.a cl 


CH 




F: 526 ; EA: Cal (C^s^ClNsOs 
2HC1. H 2 0) C, 54.51; H, 6.53; N, 
11.35; CI, 17.24. Fnd: C, 54.31; H, 
6.16; N, 11.29; CI, 17.17. ; Sal: 
2HC1. H.O 


52 


3 






CH 




F: 537 ; NMR2: 8.21 (1H, s), 7.72 
(1H, d, J=8.8 Hz), 3.94 (3H, s) ; 
Sal: 2HC1. 2H 2 0 



[0087] [^19] 



WO 2005/082865 



68 
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53 




CH 



OH 



F: 532 ; NMR2: 7.79 (2H, dd, 
J=5.0, 6.4 Hz), 7.69 (1H, s), 1.14-1.19 
(1H, m) ; Sal: 2HC1. 1.5H 2 0 



54 



CI 



CH 



N 



OH 



F: 526 ; NMR2: 7.98 (1H, s), 7.46 
(2H, d, J=8.4 Hz), 1 .1 1 -.1 .20 (1 H, 
m) ; 

Sal: 2HC1. H 2 0 



55 



CI 



CH 



OH 



FN: 538 ; NMR2: 7.85 (1H, s), 7.37 
(2H, d, J=8.3 Hz), 1.12-1.20 (1H, 
m) ; 

Sal: 2IIC1. 1I 2 0 



56 




CH 



OH 



F: 550 ; NMR2: 7.81 (1H, s), 7.69- 
7.72 (1H, m), 4.60-4.70 (2H, m) ; 
Sal: 2HC1. 0.5H 2 O 



57 



MeO^^,ci 



CH 



OH 



F: 542 ; NMR2: 8.08 (1H, s), 7.21 
(1H, d, J=9.0 Hz), 1.09-1.19 (1H, 
m) ; 

Sal: 2HC1. H 2 0 



58 



NC^^Br 



CH 



OH 



F: 581, 583 ; NMR2: 8.30 (1H, s), 
7.65 (1H, d, J=9.0 Hz), 2.21-2.23 (2H, 
m) ; Sal: 2HC1. 2H 2 Q 



59 



Br 



CH 



N 



OH 



F: 574, 576 ; NMR2: 8.12 (1H, s), 
7.56 (1H, d, J=1.6 Hz), 1.06-1.18 (1H, 
m) ; Sal: 2HC1. 1.5H 2 Q 



60 



CH 



N 



OH 



F: 532 ; NMR2: 8.14 (1H, s), 7.77- 
7.84 (3H, m), 4.60-4.66 (2H, m) ; 
Sal: 2HC1. 2H^O 



61 




CH 



OH 



F: 532 ; NMR2: 8.17 (1H, s), 
7.45-7.51 (2H, m), 1.07-1.19 (1H, 
m) ; 

Sal: 2HC1. 1.5H 2 0 



62 



F^-wCI 



CH 



N 



OMe 



F: 544 ; NMR2: 8.18 (1H, s), 3.93 
(3H, s), 3.22 (3H, s) ; Sal: 2HC1. 
IFO 



63 



F 



CH 



OH 



F: 550 : NMR2: 8. 1 0 ( 1 H, s), 7.79- 
7.81 (1H, m), 1.12-1.15 (1H, m) ; 
Sal: 2HC1. 3H 2 0 



64 



CH 



OH 



F: 548 ; NMR2: 7.72 (1H, s), 7.63 
(1H, d, J=8.4 Hz), 1.09-1.15 (I H, 
m) ; 

Sal: 2HC1. 3H 2 Q 



[0088] [^20] 



WO 2005/082865 



69 
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65 



CI 



CH 



N 



OEt 



F: 540 ; NMR2: 8.14 (1H, s), 7.73 
(1H, d, J=8.7 Hz), 1.11 (3H, t, J=7.3 
Hz) ; Sal: 2HC1. H 2 Q 



66 



CH 



N 




OMe 



F: 544 ; NMR2: 8.14 (1H, s), 3.92 
(3H, s), 3.23 (3H, s) ; Sal: 2HC1. 
2H.O 



67 



CI 



CH 



OH 



F: 530 ; NMR2: 8.06(1 H, s), 7.36- 
7.41 (1H,m), 1.09-1.18 (1H, m) ; 
Sal: 2HC1. 3H->0 



68 



CH 



Br 



F: 512 ; MP: 223-224 



69 




CH 



F: 468 ; MP: 184-186 



70 




CH 



OH 



F: 498 ; NMR2: 7.89 (1H, s), 4.85, 
(2H, d, J=13 Hz), 4.24-4.35 (1H, in) ; 
Sal: 2HC1 



71 



CI 



CH 



F: 468 ; NMR2: 7.75 (2H, dd, 
J=8.8, 1.5 Hz), 4.70 (2H, d, J=12 Hz), 
2.15-2.24 (2H, m) ; Sal: 2HC1 



72 




N 



F: 468 ; NMR2: 7.70 (1H, s), 4.90 
(2H, d, J=14 Hz), 2.10-2.20 (2H, m) ; 
Sal: 2HC1 



73 



CI 




CH 



Me 



CI 



OH 



F: 574 ; NMR 1 : 7.80 (1 H, s), 2.40 
(3H, s), 1.07-1.20 (1H, m) ; 
Sal: 2HC1. H^O 



74 



CH 



F: 470 ; NMR2: 8.20 (1H, s), 4.70 
(2H, d, J=12.7 Hz), 3.89 (3H, s) ; 
Sal: 2HC1. 3H.O 



75 



16 



CI 



CH 



N 



OMe 



F: 558 ; NMR2: 8.02 (1H, s), 4.76 
(2H, d, J=5.3 Hz), 3.23 (3H, s) ; 
Sal: 2HC1. 1.5H 2 0 



[0089] [^21] 
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-OH 



■N 



Ex 


Syn 


J0 




— N 


Dat / Sal 


6 


6 


CI 


Me 


XX 


F: 484 ; NMR2: 7.61 (2H, d, J=8.8 Hz), 
4.59 (2H, d, J =12.7 Hz), 1.03 (6H, s) ; 
Sal: 2HC1. H 2 0 


8 


8 






1 


F: 486 ; EA: Cal (C 25 H 29 C1FN 5 0. 2HC1) 
C, 53.68; H, 5.59; N 7 12.52; CI, 25.35. Fnd: 
C, 53.48; H, 5.54; N, 12.42; CI, 25.21. ; 
Sal: 2HC1 


11 


11 


X> CI 




i 


F: 466 ; NMR2: 8.51 (1H, s), 7.55 (2H, d, 
J=8.8 Hz), 2.46 (3H, s) ; Sal: 2HCL 
0.5H 2 O 


13 


13 


X> CI 




Xx 


1.5H 2 0) C, 48.37; H, 5.36; N, 1 1.28; CI, 
28.55. Fnd: C, 48.38; H, 5.22; N, 11.20; CI, 
28.38. ; Sal: 2HC1. 1.5H 2 0 


20 


20 


XT" 






ES: 467 ; NMR2: 7.94 (1H, s), 7.71 (2H, 
d, J=8.8 Hz), 7.54 (2H, d, J=8.8 Hz) ; 
Sal: 2HC1. 3H 2 0 


21 


21 


CI 


AcHN^ 




F: 509 ; NMR2: 8.76 (1H, s), 7.82 (1H, d, 
J=8.3 Hz), 2.12 (311, s) ; Sal: 2IIC1. 2H 2 0 


22 


22 




ok 


F: 488 ; NMR2: 4.45-4.48 (2H, m), 
7.35-7.37 (1H, m) , 7.44-7.48 (1 H, m) ; 
Sal: 2HC1 


76 


1 


XX CI 






F: 520 ; NMR2: 8.60 (1H, bis), 7.56 
(J=8.8 Hz), 1.15 (1H, m) ; Sal: 2HC1. 
H 2 0 


77 


1 




MeQ 2 C" 


Cc^X 


F: 528 ; NMR2: 7.63 (1H, t, J= 8.3 Hz), 
7.44 (1 H, dd, .1= 2.0, 8.3 Hz), 3.95 (3H, s) ; 
Sal: 2HC1. 2H 2 0 



[0090] \MZ2\ 
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F: 470 ; EA: Cal (C^H^ClFNsO. 2HCI. 
0.5H 2 O) C, 54.41; H, 5.84; N, 12.69; F, 
3.44; CI, 19.27. Fnd: C, 54.12; H, 5.62; N, 
12.45; F, 3.40; CI, 19.30. ; Sal: 2HC1. 
0.5H 2 Q 

F: 459 ; NMR2: 8.29 (1H, d, J=4.4 Hz), 
7.71 (2H, d, J-8.8 Hz), 1.10-1.19 (1H, m) ; 
Sal: 2HC1. H 2 0 

F: 459 ; NMR2: 7.45 (2H, d, J=8.4 Hz), 
7.27 (111, d, J=6.0 Hz), 1.12-1.18 (1H, m) ; 
Sal: 2HCL L5H 2 0 



F: 483 ; NMR2: 7.77 (1H, d, J=8.8 Hz), 
7.46- 7.50 (2H, m), 1.05-1.19 (1H, m) ; 
Sal: 2HC1. 2H 2 0 



F: 520 ; NMR2: 8.18 (1H, d, J=8.3 Hz), 
7.56 (2H, d, J=8.8 Hz), 1.15 (1H, qd, J=12.7, 
3.4 Hz) ; Sal:2HCl.H 2 0 

F: 532, 530 ; NMR2: 8.93 (1H, s), 7.74 
(2H, d, J=8.8 Hz), 7.55 (2H, d, J=8.8 Hz) ; 
Sal: 2HC1. H 2 0 

ES: 497 ; NMR2: 9.58 (1H, s), 7.75 (2H, 
d, J=8.8 Hz), 7.55 (2H, d, 1=8.8 Hz) ; 
Sal: 21IC1. 3H 2 0 

F: 546 ; NMR 1 : 77.81 (1 H, bds), 3.95 
(3H, s), 3.68-3.83 (211, m) ; Sal: 2IIC1. 
1.5H 2 0 

F: 524 ; NMR2: 7.83 (2H, d, J=8.8 Hz), 
7.45 (2H, d, J=8.8 Hz),4.35 (2H, q, J=7.3 
Hz) ; Sal: 2HC1. 2H 2 0 

F: 540 ; NMR1: 7.86 (1H, bds), 7.66 (1H, 
d, J=7.6 Hz), 1.12-1.15 (1H, m) ; 
Sal: 2HC1. 3H 2 0 

F: 470 ; NMR2: 8.64-8.72 (1H, m), 7.55 
(2H, d, J=8.8 Hz), 1.08-1.21 (1H, m) ; 
Sal: 2HC1. H 2 0 

F: 486 ; NMR2: 8.73 (1H, d, J=8.3 Hz), 
8.36 (1H, s), 7.75 (2H, d, J=8.8 Hz) ; 
Sal: 2HC1. 2H 2 Q 



[0091] 
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90 





N 



N N 



F: 453 ; NMR2: 9.44 (1H, d, J=7.8 Hz), 
7.82 (2H, m), 1.14 (1H, m) ; 
Sal: 2HC1. H 2 Q 



91 



CI 




N 



N 



F: 488 ; NMR2: 8.25 (1 H, bis), (7.67 
(1H, dd, J = 10.3, 2.0 Hz), 1.15 (1H, qd, 
J = 12.7, 3.4 Hz) ; Sal: 2HC1. 0.5H 2 O 



92 



XI 




N 



N 



F: 456 ; EA: Cal (C25H34CIN5O. 2HC1. 
H 2 0) C, 54.90; H, 7.00; N, 12.80; CI, 19.45. 
Fnd: C:54.80, II, 6.98; N, 12.70; CI, 
19.28. ; 

Sal: 2HC1. H 2 Q 



93 



11 



CI 




N 



N 



F: 470 ; NMR2: 8.69 (1H, m), 7.73 (2H, 
d, J=8.4Hz), 7.55 (2H, d, J=8.4Hz) ; 
Sal: 2HC1 



94 



21 



CI 



MsHN 




N 



N 



F: 545 ; NMR2: 8.97 (1H, s), 8.05 (2H, d, 
J=7.4 Hz), 8.00 (1 H, dd, J=1 .0, 9.3 Hz) ; 
Sal: 2HC1. 2H?0 



95 



21 



CI 



H 

EtO_.N 

Y 
o 




N 



N 



ES: 539 ; NMR2: 9.99 (1H, s), 8.61 (1H, 
s), 7.74(111, dd, J= 1.9, 8.8 Hz) ; 
Sal: 2HC1. 3H 2 Q 



96 



21 



CI 



H 

o 




N 



N 



ES: 571 ; NMR2: 10.07 (1H, s), 8.31 (1H, 
s), 8.08 (1H, d,J= 8.8 Hz) ; 
Sal: 2HC1. 3H 2 0 



97 



22 



CI 




N 



N 



ES: 460 ; NMR2: 4.47-4.50 (2H, m), 
7.36-7.38 (1H, m), 7.47-7.61 (2H, m) ; 
Sal: 2HC1 



102 



102 



CI 



HQ 2 C 



N 



F: 514 ; NMR2: 7.66-7.69 (1H, m), 7.63 
(1H, t, J= 8.3 Hz), 7.43-7.46 (1H, m) ; 
Sal: 2HC1. 3H 2 0 



103 



103 



CI 



H 2 NOC 




N 



N 



ES: 513 ; NMR2: 7.75 (1H, brs), 
7.61-7.68 (2H, m), 7.44-7.46 (1H, m) ; 
Sal: 2HC1. H 2 0 



104 



104 



CI 



NC 




N 



N 



F: 495 ; NMR2: 7.66-7.67 (1H, m), 7.62 
(1H, t, J= 8.3 Hz), 7.43 (1H, dd, J = 1.4, 8.3 
Hz) ; Sal: 2HC1. H 2 0 



[0092] [^24] 
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Ex 



Syn 




B 



N 



N 



,<FT 



Dat / Sal 



CI 




N 



N 



OH 



F: 470 ; NMR2: 8.27 (1 H, brs), 
7.55 (2H, d, J=8.8 Hz), 1.15 (1H, qd, 
J=12.7, 3.4 Hz) ; Sal: 2HC1. 
1.511,0 



98 



CI 




N 



N 



OH 



F: 488 ; NMR2: 8.24 (1H, brs), 
7.49 (2H, d, J=8.8 Hz), 1.15 (1H, 
m) ; Sal: 2HC1. 1.5H 2 0 



99 




N 



N 



OH 



F: 503 ; NMR1: 8.55 (III, bds), 
7.45 (1H, d, J=8.6 Hz), 2.10-2.20 
(1H, m) ; Sal: 2HC1. H 2 0 



100 




MeO 




N 



N 



o 



F: 424 ; NMR2: 7.94-8.01 (2H, 
m), 4.26-4.36 (1H, m), 3.88 (3H, 

s); 

Sal: 2HC1 



101 



MeO 




N 



N 



F: 424 ; NMR2: 8.12 (1H, s), 
4.16-4.28 (1 H, m), 3.83 (3H, s) ; 
Sal: 2HC1 



105 



105 



CI 




Ph 



OH 



F: 518 ; EA: Cal (C 2 8H 3 2C1N 7 0. 
HC1. 0.5H 2 O) C, 59.68; H, 6.08; N, 
17.40; CI, 12.58. Fnd: C\ 59.50; H, 
6.04; N, 17.35; CI, 12.49. ; Sal: 
HC1. 0.5H 2 O 



106 



105 



CI 



Ph 




OH 



F: 536 ; NMR : 7.80 (1H, t, 
J=8.8 Hz), 7.30 (1H, t, J=7.4 Hz), 
1.04-1.17 (1H, m) ; Sal: HC1 



107 



105 



CI 



N 




Me 



N 



OH 



F: 474 ; NMR: 7.78 (1H, brs), 
3.77 (3H, s), 1.13 (1H, brs) ; Sal: 
HC1. 1.5H 2 0 



[0093] [^25] 
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F X5 

HN 



CI 



OH 



Ex 


Syn 






Dat / Sal 


108 


1 


jC 

Me-SO^ 




F: 548 ; NMR2: 7.45 (1H, dd, J=1.5, 8.3 
Hz), 3.36 (3H, s), 1.14 (1H, m) ; Sal: 
2HC1. 1.5H 2 0 


109 


1 


MP _ 


1 


F: 495 ; NMR2: 9.17 (1H, s), 7.44 (1H, 
dd, J = 8.6, 1.2 Hz), 2.58-2.63 (1H, m) ; 
Sal: 2HC1. 1.5H 2 0 


110 


1 




1 


ES: 548, 550 ; NMR2: 8.88 (1H, s), 7.62 
(1H, t, J = 8.6 Hz), 2.60 (1H, m) ; Sal: 
2HC1. 3H 2 0 


174 


174 




1 


ES:500; NMR2: 8.48(1H, br s), 7.62 
(1H, t, J= 8.3 Hz), 4.69 (2H, s) ; Sal: 
2HC1. 1.5H 2 0 


175 


175 


O 


Y N 


ES: 512 ; NMR2: 8.01 (1H, br s), 7.64 
(1H, t, J= 8.6 Hz), 2.70 (3H, s) ; Sal: 
2HC1. 1.5H 2 0 


111 


1 






F: 518 ; NMR2: 7.95 (1H, brs), 7.61 (1H, 
t, J=8.6Hz), 1.10-1.18 (1H, m) ; Sal: 2HC1 
0.5H 2 O 


112 


6 




An 


ES : 523 ; NMR2: 8.35 (1H, d, J = 8.4 
Hz), 2.80-2.93 (1H, m), 1.86-2.00 (1H, m) ; 
Sal: Na 


113 


1 






F: 558 ; NMR2: 7.98 (1H, brs), 7.42 (1H, 
d, J=7.2Hz), 1.12-1.15 (1H, m) ; Sal: 2HC1 
1.5H 2 0 


114 


1 






F: 534 ; NMR2: 8.45-8.50 (1 H, m), 
7.42-7.44 (1H, m), 2.61 (3H, s) ; Sal: 
2HC1. 1H 2 0 
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[0094] IM26] 
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76 
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115 


1 


X 

Me-SO^ 




F: 550 ; NM R2: 7.62 (1 H, t, J= 8.3 Hz), 
7.43-7.45 (1H, m), 2.93 (3H, s) ; Sal: 
2HC1. 1H 2 0 


116 


1 


F x 

Me-SO^ 


Xx 


F: 566 ; NMR2: 8.73 (1H, br s), 7.60-7.68 
(2H, m) , 7.43- 7.45 (1H, m) ; Sal: 2HCI. 
2H 2 0 


117 


1 




Xv 


F: 573 ; NMR2: 7.71 (1H, brs), 7.42 (1H, 
d,J=8.3Hz), 1.12-1.15 (1H, m) ; Sal: 2HC1 
1H 2 0 


118 


6 


Cl^ 
MeO^ 


1 


FS- 534 ' NMR2- 7 38-7 45 HH rrO 4 00 
(3H, s), 1.08-1.20 (1H, m) ; Sal: 2HC1. 
1H 2 0 


119 


6 


MeOy? 




ES: 518 ; NMR2: 7.40-7.47 (1H, m), 4.00 
(3H, s), 1.08-1.20 (1H, m) ; Sal: 2HC1. 
2H 2 0 


120 


1 


Me0 2 C^ 




ES: 558 ; EA: Cal (C98H33N5O4FCI. 
2HC1. 1 H 2 0) C, 51.82; H, 5.75; N, 10.79; F, 
2.93; CI, 16.39. Fnd: C, 51.87; H, 5.72; N, 
10.94; F, 2.99; CI, 16.11. ; Sal: 2HC1 
1H 2 0 


1 01 


1 
i 






F: 529 ; NMR2: 8.96 (1H, s), 2.55-2.67 
(in, m), l.Uo-J.ZU l^lrl, m) , sal. ZnLl. 
1 .5H 2 0 


122 


1 


OMe 


ES: 578, 580 ; NMR2: 8.38 (1H, s), 4.01 
(3H, s) 1.11-1.17 (1H, m), ; Sal: 2 HC1 
3H 2 0 


123 


1 


Br 


(l N 


ES: 567 ; NMR2: 8.20-8.23 (1H, m), 
7.56-7.61 (2H, m), 7.36-7.38 (1H, m) ; 
Sal: 2HC1. 2H 2 0 


124 


1 


Br 

OMe 


F: 578, 580 ; NMR2: 7.91 (1H, d, J=8.6 
Hz), 3.94 (3H, s), 1.09-1.18 (1H, m) ; Sal: 
2HC1 3H 2 0 


125 


1 


NC^/O 


Tl N 


ES: 525 ; NMR3(80°C): 7.61 (1H, t, 
J=8.6 Hz), 5.33 (2H, s), 2.56-2.64 (1H, m) ; 
Sal: 2HC1 3H 2 0 
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77 



PCT/JP2005/003207 



[0095] [^27] 



126 


1 


MeO^ 


Br 

6 


N 


F: 578, 580; NMR2: 7.43 (1 H, d, 
J=9.2Hz), 3.97 (3H, s), 1 . 1 2- 1 . 1 9 (2H, m) ; 
Sal: 2HC1 2.5H 2 0 


127 


1 


MeO^ 


CN 




F: 525 ; NMR2: 7.35 (1 H, d, J=7.2Hz), 
4.03 (3H, s), 1.12-1.15 (1H, m) 


128 


1 


MeO- 
H 2 NOC 




1 


I . ^J'-t^j 7 I> iVllxZ/. / . 1 ' 1 1111, Li, J — O.U llZi 1, 

4.02 (3H, s), 1.09-1.18 (1H, m) ; Sal: 2HC1 
2H 2 0 


129 


l 


MeO. 
NC 


D 




ES: 525 ; EA: Cal (C 27 H 30 N 6 O 2 FCl. 
2HC1. 1H 2 0) C, 52.65; H, 5.56; N, 13.64; F, 
3.0o; CI, 17.27. Ind: C, dZAZ; H, 3.dd; IN, 
13.58; F, 3.08; CI, 17.06. ; Sal: 2HC1 
1H 2 0 


176 


176 


( 


Si N 
DMe 


ES: 543 ; NMR2: 7.92 (1 H, t, J=8.6 Hz), 
7.43 (1H, brs), 1.12-1.19 (1H, m) ; Sal: 
2HC1 1.5H 2 0 


182 


103 


Me 

Hr Sr 
o 


o 




ES: 527 ; NMR2: 8.63 (1H, br s), 7.63 
(1H, t, J= 8.3 Hz),7.44- 7.46 (1H, m) ; 
Sal: 2HC1. 2H 2 0 


183 


103 


Me 

Me^^f 
O 






F: 541 ; NMR2: 7.63 (1H, t, J= 8.3 Hz), 
3.05 (3H, s), 2.93 (3H, s) ; Sal: 2HC1. 
1.5H 2 0 


184 


103 


O 

V-/ 






ES: 583 ; NMR2: 8.14 (1H, br s), 7.62 
(1 H, t, J= 8.3 Hz), 7.43-7.46 (1H, m) ; Sal: 
2HC1. 2.5H 2 0 


177 


177 








F: 514 ; NMR2: 8.05 (1H, s), 6.28 (2H, 
s), 2.55-2.65 (1H, m) ; Sal: 2HC1. 


130 


1 


Me 

S 




F: 490 ; NMR2: 7.80 (1H, t, J=8.6Hz), 
2.60 (3H,s), 1.11-1.15 (1H, m) ; Sal: 2HC1 
1.5H 2 Q 
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[0096] [^28] 



131 


1 




r. 4oo , 1MV1KZ. /./ / (In, l, J-o.4 riZ J, 

4.19 (1H, q, J=7.2 Hz), 1.13-1.19 (1H, m) ; 
Sal: 2HC1 2H 2 0 


132 


1 


Me Me 


F: 502 ; NMR2: 7.55 (1H, dd, J=2.4, 10.7 
Hz), 2.82 (3H, m), 1 .42 (6H, d, J=6.3 Hz) ; 
Sal: HC1. H 2 0 


133 


1 


1 

Me Me 


F: 516 ; NMR2: 7.54 (1H, dd, J=2.5, 10.2 
Hz), 2.61 (1H, m), 1.68 (9H, s) ; Sal: 
HC1. 0.5H 2 O 


134 


1 




F: 504 ; NMR2: 7.34 (1H, d, J=8.3Hz), 
3.78(2H, d, J=6.2Hz), 1.08-1.17 (1H, m) ; 
Sal: 1HC1 2H 2 0 


135 


1 


1 

Et0 2 C^ 


F: 546 ; NMR2: 7.34 (1H, d, J=8.8Hz), 
5.02(2H, s), 1.53-1.55 (1H, m) ; Sal: 1HC1 
2H 2 0 


136 


I 




F: 506 ; NMR2: 7.34 (1H, d, J=8.7Hz), 
4.43 (1H, t, J=4.9Hz), 1.67-1.70 (1H, m) ; 
Sal: 1HC1 2H 2 0 


137 


1 


NC V p ™ 


F: 513 ; NMR2: 7.78 (1H, t, J=8.6 Hz), 
3.09 (2H, t, J=6.4 Hz), 2.58-2.66 (1H, m) ; 
Sal: 2HC1 2.5H 2 0 


138 


1 




F: 499 ; NMR2: 7.34 (1H, d, J=8.8 Hz), 
5.43 (2H, s), 1.67-1.71 (1H, m) ; Sal: 1HC1 
2H 2 0 


139 


1 




F: 542 ; NMR2: 7.77 (1 H, t, J=8.6 Hz), 
5.05 (2H, q, J=9.1 Hz), 1.08-1.19 (1H, m) ; 
Sal: 2HC1 2H 2 0 



[0097] [^29] 
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140 


1 




F: 530 : NMR2: 7.68(1H, t, J=8.4 Hz), 
4.15 (2H,q, J=7.2 Hz), 1.08-1.16 (1H, m) ; 
Sal: 1HC1 1.5H 2 0 


141 


1 


i\ l 


T 


F: 516 ; NMR2: 7.68 (1H, t, J=8.6Hz), 
2.98 (lH,q, J=7.5 Hz), 1.10-1 .16 (1H, m) ; 
Sal: 1 HC1 1H 2 0 


142 


1 


Me 

Me"^ 


T 


ES: 502 ; NMR2: 7.68 (1H, t, J=8.6 Hz), 
2.53 (3H, s), 1.10-1.19 (1H, m) ; Sal: 1HC1 
1H 2 0 


143 


1 


MeO-~, 




ES: 532 ; NMR2: 7.36 (1H, d, J=9.2 Hz), 
4.73 (2H, s), 1.11-1.19 (1H, m) ; Sal: 1HC1 
0.5H 2 O 


181 


179 


H0 2 C^ 


*> 


F: 518 ; NMR2: 7.34 (1H, d, J=8.8Hz), 
5.07 (2H, s), 1.12 (1H, brs) ; Sal: 1HC1 


185 


103 


h OEix 

O 


F: 531 ; NMR2: 7.77 (1H, t, J=8.6 Hz), 
4.76 (2H, s), 1.67-1.70(1H, m) ; Sal: 2HC1 
4 H 2 0 


1 So 


1U3 


O 


ES: 545 ; NMR2: 7.34 (1H, d, J=8.8 Hz), 
5.08 (2H, s), 1 . lU-l.o(J(lH, m) , bal: zHCl 
2.5H 2 0 


178 


178 


Me^lSL 
Me^N 




F:500; NMR2: 7.64 (1H, dd, J = 10.3, 
2.0 Hz), 3.20-3.30 (1H, m), 1.06-1.20 (1H, 
m) ; Sal: 1HC1. 2H 2 0 



[0098] [^30] 
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(R)n 




Ex 


Syn 




/D 1 \ 


Dat / Sal 


1 Ad 


i 
i 






F: 471 ; NMR2: 7.87 (1H, brs), 
7 84 H H t 1-7 W7~l 1 OQ-1 ISCIH 
m) ; Sal: 2HC1 1H 2 0 


145 


1 


NC^^CI 




F: 495 ; NMR2: 8.35 (1 H, brs), 
7.73 (1H, d, J=8.8Hz), 1.11-1.19 
(1H, m) : Sal: 2HCI 2H 2 0 


146 


1 


F 




F: 506 ; NMR2: 7.86 (1H, brs), 
7.64 (2H, d,J=8.4Hz), 1.07-1.19 
(1H, m) , Sal: 2HC1 zhbO 


147 


1 


O^C0 2 Et 
F 




F: 590 ; NMR2: 8.49 (1H, brs), 
4.90 (211, s), 4.70 (2H, brs) ; Sal: 
2HC1 3H 2 0 


148 


1 


XT 0 ' 




F: 588 ; NMR2: 8.59 (1H, brs), 
7.54 (2H, d, J=8.8Hz), 1.12-1.16 
(1H, m) ; Sal: 2 HC1 1H 2 0 


179 


179 






ES: 560 ; NMR2: 7.97 (1H, 
brs), .7.54 (2H, d, J=9.1Hz), 
1.13-1.20 (1H, m) ; Sal: 2HC1 
1.5H 2 0 


149 


1 


XJ a 


EtOaCT^^ 1 


E: 625 ; FA: Cal 
(C33H 4 2N 6 0 3 FCl. 2HC1. 2 lEO) C, 
53.99; H, 6.59; N, 1 1 .45; F 5 2.59; CI, 
14.49. Fnd: C, 53.92; H, 6.52; N, 
11.44; F, 2.68; CI, 14.65. ; Sal: 
2HC1 2H 2 0 


150 


1 






ES: 501 ; NMR2: 8.58 (1H, s), 
8.09 (1H, d, J=8.8Hz), 1.11-1.19 
(1H, m) ; Sal: 2HC1 1H 2 0 
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151 


1 


r— ^ 

F 


MeO'^ 


A/- 


F: 536 ; NMR2: 8.48 (1H, brs), 
7.62 (2H, d, J=7.6Hz), 1.08-1.13 
(1H, m) ; Sal: 2HC1 3H 2 0 


1 <o 


1 
1 




MeO^ 




F: 525 ; NMR2: 7.93 (lH,d, 
i_o ruw a rvv^w <A 1 1 1 1 1 f\ 

J-o.onZI, 4.WU^jn, SJ, 1 . J J - 1 . 1 1) 

(1H, m) ; Sal: 2HC1 2H 2 0 


153 


1 








F: 477 ; EA: Cal (C 2 6H 2 9N 6 OCl. 

14.34; CI, 18.15. Fnd: C, 53.46; H, 
6.09; N, 14.46; CI, 18.40. ; Sal: 
2HC1. 2H 2 0 


154 


1 






F:478; NMR2: 8.11(1H, brs), 
4.37 (1H, brs), 1.69-1.71 (1H, m) ; 
Sal: 2HC1 2.5H 2 0 


155 


6 






F: 479 ; NMR2: 7.85 (1 H, s), 3.96 
(3H, s), 2.60-2.72 (1H, m) ; Sal: 
3HC1. 3.5H 2 0 


156 


1 




Me 


N 


F: 472 ; NMR2: 7.44 (211, d, 
J=8.8Hz), 2.63 (3H, s), 1.09-1.18 
(1H, m) ; Sal: 2HC1 1H 2 0 


1 C7 

1 J> / 


i 
i 


F 




F: 560 ; NMR2: 7.53 (2H, d, 
J=8.0Hz), 5.05 (2H, q, J=9.1Hz), 
2.51-2.62 (1H, m) ; Sal: 1HC1 
1.5H 2 0 


158 


1 


XT 


fc 5^> 


F:549 ; NMR2: 7.67 (1H, d, 
1=8.8 Hz), 5.07 (2H, q, 1=8.9 Hz), 
2.58-2.66 (1H, m) ; Sal: 1HC1 
1.5H 2 0 
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Ex 



Syn 




(R)n 



Dat / Sal 



159 





F: 538 ; EA: Cal 
(C24H26N50 3 SF 2 C1. 2HC1. 3H 2 0) 
C, 43.35; H, 5.15; N, 10.53; S, 4.82, 
F, 5.71; CI, 15.99. Fnd: C, 43.62; H, 
5.20; N, 10.70; S, 4.81, F, 5.75; CI, 
16.04. ; Sal: 2HC1. 3H 2 0 



160 




OH 



ES: 516 ; NMR2: 8.34 (1H, s), 
7.80 (1H, d, J = 7.4 Hz), 3.91 (3H, 
s) ; Sal: 2HC1. 2H 2 0 



161 




"N 



OH 



ES: 534, 536 ; NMR2: 8.90 (1H, 
s), 7.61 (1H, dd, J = 2.0, 10.3 Hz), 
1.76 (2H, m) ; Sal: 2HC1. H 2 0 



162 




OH 



ES: 474 ; NMR2: 8.55 (1 H, br d, 
J= 8.8 Hz), 7.61 (1H, t, J = 8.3 Hz), 
2.82 (1H, m) ; Sal: 2HC1. H 2 0 



163 



F 

MeO 




N 



N 



OH 



ES: 504 ; NMR2: 8.54 (1 H, br d, 
J= 11.8Hz), 7.61 (1H, t, J = 8.3 Hz), 
3.99 (3H, s) ; Sal: 2HC1. H 2 0 



164 



NO 




N 



N 



'N 




C0 2 Et 



F:537; NMR1: 8.34 (1H, t, J=8.8 
Hz), 7.80 (1H, d, J=1.6 Hz), 1.24 
(3H, t, J=7.6 Hz) 



180 



180 



NO 




N 



'N 



N 




C0 2 H 



ES: 509 ; NMR2: 9.91 (1H, s), 
8.37 (1H, d, J=8.0 Hz), 1.74-1.85 
(3H, m) 



187 



103 



NC 




N 



.CONH, 



N' 



F: 508 ; NMR2: 7.54-7.70 (3H, 
m), 7.04 (1H, s), 1.37-1.53 (1H, 
m) ; Sal: 2HC1. H 2 0 
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188 


103 


NC^ 


1 
I, N 




2 

Me 


F: 522 ; NMR2: 8.10 (1H, m), 

^1 A A / 1 IT ^1,1 1 1/" GUI I' \ O C C 

/.44 (IH, dd, J = 1.6, 8.8 Hz ), zo:> 
(3H, d, J=4.4 Hz) ; Sal: 2HCL 
2.5H 2 0 


165 


1 


NC^ 




1 N 


W 1 1 


F- 495 ; MP- 232-235 ; Sal* 
2HC1. 0.5H 2 O 


166 


1 


MeO"^" 


x 

N 




yie 

^OH 


F: 532 ; NMR2: 7.82 (1H, brs), 
J=9.2Hz), 7.43 (1H, d, J=8.8Hz), 
1.23-1.32 (1H, m) ; Sal: 2HC1 
0.5H 2 O 


167 


6 


r — 

MeO^- 


1 




F: 524 ; NMR2: 7.38-7.46 (1H, 
m ), 4.40-4.84 (2H, m), 3.99 (3H, 
s) ; Sal: 2HC1. 0.5H 2 O 


168 


6 


MeLk^- 




k. 


"1 

-N-Me 


ES: 529 ; NMR2: 7.38-7.46 (1H, 
m), 3.92 (6H, s), 2.79 (3H, s) ; Sal: 
2HC1. 2.5H 2 0 


169 


1 






k^N-Me 


ES:494 ; NMR2: 7.80-7.96 (1H, 
brs), 7.38-7.47 (1H, m), 2.79 (3H, 
s) ; Sal: 2HC1. 1H 2 0 


172 


1 


HO V 

Me^ 7 






^OH 


F: 518 ; NMR2: 7.34 (IH, d, 
J=8.8 Hz), 4.75 (2H, s), 2.03 (IH, 
brs) ; Sal: 1HC1 4H 2 0 
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(R)n 




Ex 


Syn 


s x 


1 


X 




z 


Dat / Sal 


170 


1 


Xr cl 




CH 






F: 520 ; NMR2: 8.67 (1H, 
d, J = 8.7 Hz), 7.52-7.59 (2H, 
m), 2.24 (2H, brs) ; Sal: 
2HCI. 1.5H 2 0 


171 


1 


'A, 




CH 






F: 572 ; NMR2: 7.64 (1H, 
S ), 4.69- 4.99 (2H, q, 
J=9.0Hz), 1.12-1.16(1H, m) ; 
Sal: 2IIC1 1.5II 2 0 


173 


1 






CMe 






F: 544 ; NMR2: (1H, dd, 
J=1.5, 8.3Hz), 3.92 (3H, s), 
1.39(3H 5 s) ; Sal: 2HC1 
2.5H 2 0 



[0103] Dje35] 




[0104] Dg36] 
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[0105] [^37] 



9 

Rl HN ' 



■Z 



No 



R 1 



X 



<FO„ 



39 



0 



40 



41 



CI 



CH 



42 



Me 



Et 



CH 



43 



44 




CI 



0 



CH 




OH 



CONH, 



^/^CONH-Me 



45 



0 



CH 



46 



47 



48 




CI 



H 



CH 



49 



0 



N 



CONH, 



-^^CONH-Me 




OH 



50 



0 



CH 



51 



52 



53 



CI 



0 



Me 



CF 3 



CH 



54 



55 



CH 



N 




OH 



CONH. 



^^.CONH-Me 
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[i] (i) ^ztizffi&r.mm?v^>ffimfcxtz*:<Di&o 



Mb2] 



®c = a- oc- ex- a- a- <i 



X:CR 3 Xi*NU 

Y:CR 4 Xt*N, {&U X^CR 3 (D^Y{3:N^ X/$SN<D^Y{3:CR 4 ^-r\ 
Z:CR 5 R\ NR\ C\ S, S(0)XJ2S(0) „ 

2 

R 1 : IWI — XteSV^M&oT, -OH, -CN, /M2^, M^tVtV^-ObilHg^T 




( I ) 
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-o-(g#^tL-CV^-c%J;v^'|gmT/^^^/^), -s-im&£tiX^Xb£^18i1BkT 
i>v^;v\ -so -(g^^$tv■rv^T^J;v^^S^T/^=¥/^). -no , -n(r 8 )(r 9 ). -co-r\ 

2 2 

-CO -R°, -N(R 8 )COR°, -N(R 8 )CO R\ -N(R 8 )SO r\ Blfe&JiVtV <£V ^^/K 

2 2 2 

-CO-R°, -CO H, -CO-N(R 8 )(R 9 ), -R°°-CO-N(R 8 )(R 9 ), W&&foX\ ^Tt> «tV ^^g= 

2 

R° : $MT/V3r/VJL\i7^/V^ 
R 2 :|nJ— XfSSl^^fcoT^ -R°, ap^V, ^n^V-fMT/Vdr/K -E-OH, 

-e-o-r°, -e-nCr'Xr 9 ), -e-cn, -e-n(r 8 )-co-r\ -e-n(r 8 )-so -r\ 

2 

-E-O-CO-R 0 , -E-CO H, -E-CO -r\ -E-CONCR'XR^Xkt^y, 

2 2 

E : m&Xfei&mT/^Uls, 
R 8 ^U?R 9 : XteSV^M&oT, HXIii»7/^/V, 

R'&T^R 6 :^— XteSV^H&oT, HXi4R 2 (-fBt©S, >§!<:v^R 5 ^R 6 ^— flc 

R 7 :H, {S^TVV^r/K ^n^y{gj^T/V3VK -R°°-OH, -CON(R 8 )(R 9 ), -R°°-O-R 0 
. -R°°-N(R 8 )(R 9 ). -R°°-CN, -R 00 -N(R 8 )-CO-R°, -R°°-N(R 8 )-SO -r\ -R 00 -O-CO-R 0 

2 

, -R 00 -CO -R°X^-R°°-CON(R 8 )(R 9 ), 

2 

n:0, 1, 2X«3, 
m:0, 1, 2, 3Xf*4, 
j:<X 1, 2XJ23. 
k:0, lXfS2„ ) 

[2] ft^(D$Bffll?B«(D|i^n^t 0 y^^^f|^#:X«^(7)Mm^W^f^$^m 

[3] ft^(D«5HifE*(D$i^-mttt o y5^^^f*x{*^^^^^^f^$^^ 
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